EAST Search History 



Ref 
# 


Hits 


Search Query 


DBS 


Default 
Operator 


Plurals 


Time Stamp 


SI 


2158 


podophyllotoxin 


US-PGPUB; 

USPAT; 

USOCR; 

FPRS; 

EPO; JPO; 

DERWENT; 

IBM_TDB 


OR 


OFF 


2007/06/19 14:07 


S2 


205 


podophyllotoxin.ab. 


US-PGPUB; 

USPAT; 

USOCR; 

FPRS; 

EPO; JPO; 

DERWENT; 

IBMJTDB 


OR 


OFF 


2007/06/06 13:57 


S3 


6 


"576201".ap. 


US-PGPUB; 

USPAT; 

USOCR; 

FPRS; 

EPO; JPO; 

DERWENT; 

IBM_TDB 


OR 


OFF 


2007/06/06 14:03 


S4. 


8 


("3634459"|"5536847"r'5541223"). 
PN. 


US-PGPUB; 

USPAT; 

USOCR; 

FPRS; 

EPO; JPO; 

DERWENT; 

IBM_TDB 


OR 


OFF 


2007/06/06 14:03 


S5 


2 


"6903133".pn. 


US-PGPUB; 

USPAT; 

USOCR; 

FPRS; 

EPO; JPO; 

DERWENT; 

IBM_TDB 


OR 


OFF 


2007/06/19 13:37 


S6 


0 


podophyllotoxin and pyrrol-2, 
4-dione 


US-PGPUB; 

USPAT; 

USOCR; 

FPRS; 

EPO; JPO; 

DERWENT; 

IBM_TDB 


OR 


OFF 


2007/06/19 14:07 


S7 


0 


podophyllotoxin and pyrrol-2, 
5-dlone 


US-PGPUB; 

USPAT; 

USOCR; 

FPRS; 

EPO; JPO; 

DERWENT; 

IBM_TDB 


OR 


OFF 


2007/06/19 14:07 



6/22/2007 10:30:38 AM 

C:\Documents and Settings\rhavlin\My EDocuments\EAST\Workspaces\10.576201.wsp 
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EAST Search History 



S8 


16 


podophyllotoxin and pyrrol same 


US-PGPUB; 

USPAT- 

USOCR; 

FPRS; 

EPO; JPO; 

DERWErfT; 

IBM_TDB 


OR 


OFF 


2007/06/19 14:34 


S9 


4 


"6903131" 


US-PGPUB; 

USPAT; 

USOCR; 

FPRS; 

EPO; JPO; 

DERWEITT; 

IBMJTDB 


OR 


OFF 


2007/06/19 14:34 


SIO 


4 


"6903131".pn. 


US-PGPUB; 

USOCR; 
FPRS; 
EPO; JPO; 
DERWENT; . 
IBM_TDB 


OR 


OFF 


2007/06/19 14:39 


Sll 


15254 


maleimide.ab. prodrug.ab. 


US-PGPUB; 

USPAT- 

USOCR; 

FPRS; 

EPO; JPO; 

DERWENT; 

IBM_TDB 


OR 


OFF 


2007/06/19 14:40 


S12 


1 


maleimide.ab. and prodrug.ab. and 

ranrpr ah 

^Xll IVaCI mOUm 


US-PGPUB; 

USOCR; 
FPRS; 
EPO; JPO; 
DERWENT; 
IBMJTDB 


OR 


OFF 


2007/06/19 14:41 


S13 


77 


maleimide.ab. and cancer.ab. 


US-PGPUB; 
USPAT- 

\Jojrry 1 f 

USOCR; 
FPRS; 
EPO; JPO; 
DERWENT; 
IBMJTDB 


OR 


OFF 


2007/06/19 15:05 


S14 


0 


maleimide.ab. and cancer.ab. same 

linkpr 

III llVwi. 


US-PGPUB; 
ij<;paT- 

USOCR; 
FPRS; 
EPO; JPO; 
DERWENT; 
IBM TDB 


OR 


OFF 


2007/06/19 15:05 



6/22/2007 10:30:38 AM 

C:\Documents and Settings\rhavlin\My Documents\EAST\Workspaces\10.576201.wsp 
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EAST Search History 



S15 


18 


maleimide near linker and cancer, 
ab. 


US-PGPUB; 

USPAT; 

USOCR; 

FPRS; 

EPO; JPO; 

DERWEI^; 

IB|v|_TDB 


OR 


OFF 


2007/06/19 15:18 


S16 


1684 


maleimide same linker 


US-PGPUB; 

USPAT; 

USOCR; 

FPRS; 

EPO; JPO; 

DERWENT; 

IBMJTDB 


OR 


OFF 


2007/06/19 15:18 


S17 


1086 


maleimide same linker and cancer 


US-PGPUB; 

USPAT; 

USOCR; 

FPRS; 

EPO; JPO; 

DERWENT; 

IBMJTDB 


OR 


OFF 


2007/06/19 15:19 


S18 


108 


maleimide same linker and cancer, 
ab. 


US-PGPUB; 

USPAT; 

USOCR; 

FPRS; 

EPO; JPO; 

DERWENT; 

IBMJTDB 


OR 


OFF 


2007/06/19 15:19 


S19 


6 


"576201".ap. 


US-PGPUB; 

USPAT; 

USOCR; 

FPRS; 

EPO; JPO; 

DERWENT; 

IBMJTDB 


OR 


OFF 


2007/06/19 15:27 


S20 


7 


"108979".ap. 


US-PGPUB; 

USPAT; 

USOCR; 

FPRS; 

EPO; JPO; 

DERWENT; 

IBM TDB 


OR 


OFF 


2007/06/1915:27 



6/22/2007 10:30:38 AM 

C:\Documents and Settings\rhavlin\My Documents\EAST\Workspaces\10.576201.wsp 



Pages 



Km 



Robert Havlln 



Connecting via winoock to STN 



Welcome to STM International ) Bnter x:x 
LOOI NID : SSFTARHHlCae 



PASSWORD: 

TBRMINM. (BNTBR 1, 3, 3, OR ?) t3 



NEWS IPCS 



For general information regarding STN implementation of IPC 8 



Enter NBMS followed by the item number or name to eee newa on that 
■pacific topic. 

All uae of STH ia subject to the proviaiona of the STH Cuatomer 
agreement. Pleaae note that thia agreement limits uae to acientific 

research. Uae for software development or design or implementation 
of conmiercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 



•••••••*••*••• STH Columbus ♦ * 

PILB 'HOKB* SNTSRBD AT 11:43* SB ON 06 JUN 3007 



Neloome to STN International 



NBWS 1 

HEWS 3 

NEWS 3 

NEWS 4 

NBWS 5 

HEWS 6 

NEWS 7 

NBWS 8 

NEWS 9 

NEWS 10 

NEWS 11 

NEWS 13 

NBWS 13 

NBMS 14 

NEWS IS 

NEWS 16 

NEWS 17 

MENS 18 
HEWS 19 
NEWS 30 
HEWS 31 
NBWS 33 
NEWS 33 
NEWS 34 
NBWS 35 
NEWS 36 
NEWS 37 
NBWS 38 
NBWS 39 
NEWS 30 

NEWS 31 
NBWS 33 
NEWS 33 



JAN 08 
JAN 16 
JAN 16 

JAN 16 
JAN 33 
JAN 33 
JAN 39 
JAN 39 

FEB IS 

FEB IS 

FEB 33 

FEB 26 

FEB 36 

FEB 36 

FEB 26 

FEB 36 

MAR 15 

MAR 16 
MAR 30 
MAR 33 
MAR 30 
APR 03 
APR 3 0 
APR 30 
APR 30 
APR 30 
MAY 01 
MAY 08 
MAY 14 

MAY 31 
MAY 31 
MAY 31 



NBWS 34 HAY 33 



Neb Page for STN Seminar Schedule - N. America 
CHEMLIST enhanced with New Zealand Inventory of Chemicala 
' CA/CAplus Company Name Thesaurus enhanced and reloaded 
IPC version 3007.01 thesaurus available on STN 
HPIDS/HPINDEX/WPIX enhanced with IPC 6 reclassification data 
CA/CAplus updated with revised CAS rolea • 
CA/CAplus enhanced with patent applications from India 
PHAR reloaded with new search and display fielda 
CAS Registi^y Number crossover limit Increased to 300,000 in 
multiple databases 

PATDPASPC enhanced with Drug Approval numbers 

RUSSIAPAT enhanced with pre- 1994 records 

KORKAPAT enhanced with IPC 8 features and functionality 

MSDLINS reloaded with enhancements 

EMBA5E enhanced with Clinical Trial Number field 

TOXCBNTER enhanced with reloaded MEDLINE 

IFICDB/IFIPAT/IFIUDB reloaded with enhancements 

CAS Regiatry Number crossover limit increased from 10,000 

to 300,000 in multiple databases 

NPIDS/WPIX enhanoad with new FRAOHITSTR display format 
CA6RBACT coverage extended 
MARPAT now updated daily 
LWPI reloaded 

ROISCLOSURE reloaded with enhancements 
JICST-BPLUS removed from database clusters and STN 
QENBANK reloaded and enhanced with Genome Project ID field 
CHEMCATS enhanced with 1.3 million new records 
CA/CAplus enhanced with 1B70-18S9 U.S. patent records 
2NPA0OC replaced by INPADOCDB on STN 
New CAS web site launched 

CA/CAplus Indian patent publication number format defined 
ROISCLOSURE on STN Easy enhanced with new search and display 
fields 

BIOSIS reloaded and enhanced with archival data 
TOXCBNTER enhanced with BIOSIS reload 

CA/CAplus enhsnced with additional kind codes for German 
patents 

CA/CAplus enhanced with IPC reclassification in Japanese 
patents 



■> file rag 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FtLB 



TOTAL 
tNTRY SESSION 
0.31 0.31 



FILE 'REGISTRY' BNTBRBD AT 11:44:33 ON 06 JUN 3007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AORESNBlfr. 

PLEASE SEE "HELP USAGBTBRMS" FOR DETAILS. 

OOPYRKraT (C) 3007 American Chemical Society (ACS) 

Property values tagged with 2C are from the ZIC/VINITI data file 
.provided by ZnfoChem. 



STRUCTURE FILE UPDATES: 
DICTIONARY PILE UPDATES: 



5 Jtm 3007 HIOHEST RN 93661S-37-9 
5 JUN 3007 HIGHEST RN 936615-37-9 



New CAS Information Uae Policiea, enter HELP USAGBTBRMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH December 3. 3006 

Please note that search-term pricing does apply when 
conducting SmartSBLBCT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as tmll as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

ht tp ; //www ♦ cas . org /support /stngen/stndoe/propert les . html 

■> 

Unloading Ci\Program Flles\Stnexp\Queries\lO .S76301\fotm a.str 



NEWS EXPRESS 



NOVEMBER 10 CURRENT WINDOWS VERSION IS V8.01c, CURRENT 

MACINTOSH VERSION IS V6.0c(ENO) AND V6.0Jc(JP), 

AND CURRENT DISCOVER FILB IS DATED 35 SBPTBMBBR SOOfi. 



NEWS HOURS 
NBWS LOGIN- 



STN Operating Hours Plus Help Desk Availability 
Welcome Banner and Newa Items 



3/138 



Bofrm Havlln 





f1 



II 



ring nodes : 

1 3 3 4 5 6 

chain bonds : 

10- 17 

ring bonds : 

1-3 1-6 3-3 3- 

11- 13 13-13 14- 
■xaet/nom bonds 
a-11 3-13 5-7 
exact bonds : 
10-17 

normal ixed bonds 

1-3 1-6 3-3 3- 



7 8 » 10 11 13 13 14 IS 16 17 18 19 30 31 33 



C-10 T-8 8-9 8-14 9-10 9-16 11-13 13-13 14-15 15-lC 



4 4-5 S-6 17-18 17-33 18-19 19-30 30-31 31-33 



Structure attributea must be viewed using STN Express query preparation. 



SAMPLE SEARCH INITIATED 11:44:46 FILB •REGISTRY* 
SAMPLE SCREEN SEARCH COMPLETED - 1309 TO ITERATE 



100.0% PR0C8SSB0 1309 ITERATIONS 

INCOMPLETE SEARCH (SYSTEM LIMIT BXCSSDEO) 
SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETB** 
BATCH ** COMPLETE** 
PROJECTED ITERATIONS: 34010 TO 38350 

PROJECTED AM8NER8: 3991 TO 4649 



L3 



» d I 



50 SEA SSS SAM LI 



L3 SO ANSWERS REGISTRY COPYRIGHT 3007 ACS on STN 

IN Furo [3 • , 4 • : 6 , 7] naphtho [3 . 3-d] - 1 . 3 -dioxol- 6 (5aH) -one, 8a-bromo- 5 , 8 . 8a , 9 > 

tetrahydro-9- (3-propenyloxy) -S- (3,4, 5-trlmethoxyphenyl) -, (SR. 5aR, 8aS, 9R) - 
(9CI) 

MF C35 H35 Br 08 

Abaolute atereochemlatry . Rotation {-). 



Match level : 

l:Atom 3:Atom 3: Atom 4: Atom 5: Atom 6: Atom 7: Atom 8: Atom 9:Atom lOsAton 
lliAtom ia:Atom 13: Atom 14:Atom IS: Atom 16:Atem 17: Atom IStAtoa 19tAtom 30:Atoi 
31: Atom 
33: Atom 



STRUCTURE UPLOADED 




» d 

LI HAS NO ANSHBRS 




•PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT*' 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN7 (1) ;3 

L3 SO ANSWBRS REGISTRY COPYRIGHT 3007 ACS on I 

IN INDEX NAME NOT YBT ASSIGNED 
MF Cai H32 Na 06 



Absolute stereochemistry. 



'5 

C ifflSZfiJaU SaaS Robert Havim 



0M« 




••PROPERTY DATA AVAILABLB IN THB 'PROP* FORMAT* • 



L3 SO ANSMBRS RfiOISTRY CX>PYR:aHT 20 07 ACS on STN 

IN 3-Pyrldinocarbojtylic acid, 5-bromo-, (SS, S&R, aaR, 9R) -S, S«, «, a , »- 
heMbydro-9- (4-hydroxy-3, 5-dimeChoxyphenyl) -a- 
oxofuro(3*.4* i6,7]n«phtho[2.3-d]-I,3-dioxol-S-yl astar (9CI) 

MP ca? H33 ar N 09 

Abaoluta atareochemiatry. Rotation <•). 




' ••PROPBRTY DATA AVAILABLB IN THE 'PROP' FORMAT** 



HOW raVNY MORS ANSNBRS DO YOU NXSH TO SCAN? (1) iS 

L3 SO ANSMBRS REGISTRY COPYRIGHT 3007 ACS on STN 

IN Benzenapropanoic acid, 3, 4. S-trimathoxy- , (IR. 3Z) - 12- [ [ (5R, 5aR, SaR, 9R) - 

S , Sa, 6, 8, 8a, 9-hexahydro>a~oxo-9- (3,4, S-trimethoxyphenyl) f uro [3 ' , 4 ' : 6, 7} nap 
htho[3,3-d] -l,3'dioxol-S-yl]oxy] -l-hexyl-ia-oxo-3-dodecenyl eater (9CI) 

HP C53 H6B 014 

Abaoluta atareochemiatry. 
Double bond geeaatry aa aho%m. 



OH 




CM 3 

Abaoluta atareochemiatry. 

OHa 




HOH MANY MORB ANSNERS DO YOU NISH TO SCAN? (1) -.2 

L3 50 ANSWERS RKOISTRY COPYRIGHT 2007 ACS On STN 
IN 9-Octadocenoic acid, 12 - ( t ( 9Z ) - 1 »oxo« 9 - octadecenyl) oxy) - , 
(5R, 5aR,0aR,9R) -5, Sa, 6, B, 8a. 9-hexahydro-8-oxo-9- (3,4.5- 
t rimathoxyphenyl) furo [3 • , 4 < : 6 . 7] naphthe [3 , 3 -d] • 1, 3>dioxol-S-yl eater, 
(92>- (9CI) 
MP CSS H8C Oil 

Abaoluta atoraoebamiBtry . 
Double bond geometry aa ahown. 



§im BfiltSELilaiUn 

PAOE 1-A 



O {CH2)5^ 




•*PROPBRTy DATA AVAILABLB IN THB 'PROP' FORMAT** 



La SO ANSNBRS RBGISTRY OOPYRIOHT 3007 ACS on STN 

IN Aeetaaida , N- ( ( 7S) - S , C , 7 , 9- tetrahydro- 1 , 3 , 3 - trimethoxy- 10 - (methyl thio) - 9- 
oxobenzota3heptalen-7-yl] -. mixt. with (SR. 5bR, SaR, 9S) -9- [(4. 6-0- (IR) - 
athylidene-p-D-glucopyranoayDoxy] -S, 8, Ba, 9-tetrAhydro-S- (4-hydroxy- 
3.5-dimethoxyphenyl)furo[3',4' :6,7lnBphtho[3.3-d] -LS-dioxol-tilSaH) -one 
(9C1) 

M7 C29 B33 013 . Caa HaS N OS S 

CI Mxa 

CM 1 

Absolute atereochemiatry . Rotation (-}. 




••PROPERTY DATA AVAILABLB IN THB 'PROP* FORMAT** 



L3 50 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN lH-Pyrrole-3, 5-dione, 3- [ [ (SS. SaS.aaR, 9R) -S, 5a. 6, 8, aa, 9-hexabydro-9- (4- 

hydroxy-3,S*dimetho;qrphenyl) -6-oxo£uro(3 ' ,4* :6, 7inaphtho[3,3-dl -1,3-dioxol- 
S-yl] amino] -1- (a-hydroxyethyl) - (9CI) 

MF C37 H36 N3 OlO 



Abaoluta atereochemiatry. 



IQ/576J01 



Robert Havlin 




CI COM 
Absoluts vCereochepiistry. 



'0/138 



Robert Havlin 




••FKOPBRTY DATA AVAILABL8 IH THB 'PROP' FOSKAT*' 



(KM MANY MORS ANSNBRS 00 YOU WISH TO SCAN? (1) t3 

L3 50 ANSWERS RBOISTRY COPyRXOHT 2007 ACS on STH 
IN 1 (3H) -Pyrimidineocetio seid, 3, 4-dlhydro-C-iMthyi-3 . 4-clioxo- , 
(SR,5atl,SaR,9R) -5,Sa.6,8,8«,9-h«Mhydro-8-oxo-9- (3,4,5- 

trimethox/phenyl) furo (3 * , 4 * 7]naphtho [3. 3-d] -1. 3-dioxol-S-yl sstsr (9CI) 
K7 C39 K3B N2 Oil 

Absoluta •tereochemiatry. 




•PROPERTY DATA AVAILABI.B IN THE 'PROP' FORMAT* • 



HON MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :0 



Uploading CsVProgram Pilea\Stnexp\Queriea\lO . S7630l\form 3b.atr 
H 





[fl 




••PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT* < 



50 ANSWERS RSQISTRY COPYRIQHT 3007 ACS on STN 

Benzenapropanamide, a-araino-N- (5,5a, fi,a, Sa, 9-bexahydro-9- (4-hydroxy- 
3,5-dlBotboxyph«nyl) -a-oxo£uro[3* ,4' :C.7)naphtho(3,3-d1 -1,3-dioxol-S-yl} - 
[5S-E5a(R*),5ap,8aa.9p]]- (9CI) 
C30 H30 N3 08 



chain nodes : 
33 

ring nodes s 

1 3 3 4 S 6 7 S 9 10 11 13 13 14 19 16 17 18 19 30 31 33 
chain bonds : 
7-33 10-17 
ring bonds : 

1- 3 1-G 3-3 3-11 3-4 3-13 4-S 5-6 5-7 «-10 7*8 8-9 8-14 9-10 9-16 
11-13 12-13 14-15 15-16 17-18 17-32 18-19 19-30 30-31 31-33 
exact/norm bonds i 

2- 11 3-13 5-7 S-IO 7-8 7-23 8-9 8-14 9-10 9-16 11-12 12-13 14-15 15-16 



10-17 

nonmlized bonds t 

1'2 1-C 3-3 3-4 4-5 5-6 17-18 17-33 18-19 19-30 20-31 31-33 

Match level : 

l:AConi 3:Atora 3:Atora 4:Atom 5:Atora 6:Atoro 7:Atoni 8:Atom 9:Atom 10 :AtO<Q 

11: Atom 13:Ata« 13 : Atom 14: Atom 15:Aton 16: Atom 17: Atom 18: Atom 19: Atom 30: Atom 



33: Atom 33: CLASS 



STRUCTURE UPLOADED 



-> d 

L3 MAS NO ANSWERS 
U STR 



mm 



Glycine, N- {5, 5«, 6, B, 8ft. 9-hexahydro-»- (4-hydraxy-3 , S-dimsthoxyptwnyl) -B- 
oxofuro(3'.4' :«.7]naphtho[2.3-d]-l,3-dioxol-5-yl]-, methyl ester, 
(5S-{5a,SaP,8aa.9p}]- (9CI) 
C34 H2S N 09 



Absolute stereochemistry. 





Structure attributes must be viewed using STN Express query preparation. 



■> s I3 sas aam 

SAMPLE SEARCH INITIATED 11:46:34 PILE 'RSGISTRY* 
SAMPLE SCREEN SEARCH COMPLETED • ' 98 TO ITERATE 



•PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



HON MANY MORE ANSNBRS DO YOU WISH TO SCAN? (1) i3 

L4 44 ANSNBRS RBOISTRY COPYRXOHT 3007 ACS On STN 

IN 4-ThiazoleBcetic acid. 3- [ [ {5S, SaS. BaR, 9R) -5, 5a, 6, 8, 8a, 9-hexal)ydro-9- (4- 

liydroxy-3 ,5-dimethoxyphanyl) -8-oxofuro(3' ,4 ' :6,7}naphtho(3, 3-d) -1,3-dioxol- 
S-yl] amino} - , ethyl ester {9CI) 

MP C38 H38 N3 09 S 



Absolute atereochemiatry. 




44 ANSNBRS 



FULL PILE PROJECTIONS: ONLINE • •COMPLETE* < 



PROJBCTBD ITERATIONS: 



•PROPERTY DATA AVAILABLE IN THB 'PROP* FORMAT* • 



L4 44 SEA SSS SAM L3 

■•> d acan 

L4 44 ANSNBRS RSOISTRY COPYRIGHT 3007 ACS on STN 



44 ANSWERS REOISTRY COPYRiaKT 30 07 ACS on STN 

Furo(3* ,4 ■ : e, 7]naphtho(3, 3-d] -1. 3-dioxol-G (SsH) -one, 5, 8, fla, 9-tetrahydro-9- 
[ (3 -hydroxy phenyl) amino] -5- (3.4, S-trimethoxyphenyl) (5R, 5aR, BaS, 9SJ - 
{9CI) 

Caa B37 N 08 



Abaolute •tereochemiatry . 



13/138 



Robert Havlln 



|0/576^0]| 



^4/138 



Robert Havlin 



Absolute ateraochemiBtry. 





•*PROPSRTY DATA AVAILABLE IN THB 'PROP* FORMAT** 



* PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT*' 



HON MANY MORS ANSHERS OO YDU HXSII TO SCAN? (I) :3 

L4 44 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN L-Phenyl«l«nin«. N- (5, Sa. «, 8, B«. 9-hexahydro-9- (4-hydroxy>3, S- 

dinethoxypbenyl) -8-oxofuro[3' .4 ' :6. 7] napbtho [3, 3-d] -1, 3-dioxol-5-yl] • 

natfayl eater, (SS- (Sa. 5af).8ui,9P} } - (9CI) 
KF C31 H31 N 09 

Absolute atereocheniatry. 




HON MANY MORE ANSHERS OO YOU NISH TO SCAN? (1) :0 



>> file hcaplua 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 

i.so a. 01 



PILB 'BCAPLUS' ENTERED AT 11:4«:5S ON 06 JUN 3007 

USB IS SUBJECT TO THB TERMS OF YOUR STN CUSTOMER AORBBMBNT. 

PLEASE SEE "HELP USAOBTBRMS" FOR' DETAILS. 

COPYRIOHT (C) 3007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the art idea to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field {available 
for records published or updated in Chemical Abstracta after December 
3fi, 1996), unleaa otherwiaa indicated In the original publioationa. 
The CA Lexicon la the copyrighted intellectual property of the 
the American Chemical Society and ia provided to asaiat you In aearching 
databases on STN. Any dlaaenination. distribution, copying, or storing 
of this information, without the prior written conaant of CAS, ia 
strictly prohibited. 

PILB COVERS 1907 - 6 Jun 2007 VOL 146 ISS 34 
FILE LAST UPDATED: 5 Jun 3007 (20070605/ED) 

New CAS Infozmation Use Policies, enter HELP USAOBTERMS for details. 

lurate 



•PROPERTY DIATA AVAILABLE IN THB 'PROP' FORMAT** 



This file contains CAS Ragiatry Numbers for easy and i 
substance identification. 



44 ANSWERS REGISTRY COPYRIOHT 3007 ACS on STN 

Furol3' ,4' !6, 7lnaphtho(3,3-dl -1. 3-dioxol-« {5aH) -one, 5, 8 , 8a , 9-tetrahydro- 5- 
{4-hydroxy-3, S-dlnethoxyphenyl) -9- t {5-nitro-l, 3-benzisothiazol-3-yl) amino] - 
, (5R,SaR,SaS,9S)- (9CZ) 
C38 U23 N3 09 8 



-> file reg 

COST IN U.S. DOLLARS 



SINCE PILB 
ENTRY 



TOTAL 
SESSION 



10/S76J0I 



FULL BSTIMATBO COST 



15/138 



a. 60 



Robert HavHn 



FILE 'RBOISTRy' BNT8RBD AT 11 t 47 t 45 ON 06 JUS 3007 

USB IS SUBJECT TO TOE TERMS OF YOUR STN CUSTOMER AORBBMBNT. 

PLEASE SEE "HELP USAOBTBRHS- FOR DETAILS. 

COPYRIOHT (C) 3007 American Chemical Society (ACS) 

Property values tagged with ZC are from the ZZC/VINITI data file 
provided by XnfoCbem. 



STRUCTURE FILE UPDATES: 
DICTZOmRY FX LB UPDATES: 



5 JUN 3007 HIGBBST BN 936615-37-9 
5 JUN 3007 HIGHEST RN 936615-37-9 



New CAS Znfomation Uae Polieiea, enter HBLP USAQBTBRKS for details. 
TSCA INFORMATION NOW CURRENT THROUGH December 3, 3006 
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Robert Havtin 



11-13 13-13 14-15 15-16 17-18 17-33 18-19 19-30 30-31 31-33 
exact/norm bonds t 

3-11 3-13 5-7 6-10 7-8 7-33 8-9 8-14 9-10 9-16 11-13 13-13 14-15 15-16 
33-24 

exact bonds : 
10-17 

normalized bonds i 

1-3 1-6 3-3 3-4 4-5 5-6 17-18 17-33 18-19 19-30 30-31 31-33 
Hatch level : 

liAtoa .3; Atom 3;Atan 4tAtaa 5:Atora. 6:Atom 7:Atom 8:Atan 9tAtam lOiAtom 

ll:Atoa 13:Akom 13:Atom 14:Aton lS:Atom 16:Atan 17:Atom ie:Atora 19:Atom 30:Aton 

31 (Atom 

33: Atom 33: CLASS 34: Atom 



Pleaae note that seerch'tesm pricing does apply when 
conducting SmartSBLBCT aearchea. 

RBOZSTRY ineludea numerically searchable data for experimental and 
predicted properties as well aa taga indicating availability of 
eiqwrimental property data in the original document. For information 
on property searching in RBQISTRY, refer to: 

http ! / /»>ww . oas . erg/support / Btngen/ atndec/prope rt ies . html 

Uploading CiXProgrwn Filea\Stnexp\auariea\l0.576301\fom Sc.atr 
M9 




chain nodea t 

33 34 

ring nodes : 

1 2 3 4 5 6 7 

chain bonds : 

7-33 10-17 33-34 

ring bonda : 

1-3 1-6 3-3 3-11 



10 11 13 13 14 15 16 17 18 19 3D 31 33 



3-4 3-13 4-5 5-6 5-7 6-10 7-8 8-9 8-14 9-10 9-16 



STRUCTURE UPLOADED 



-> d 

L6 HAS NO AN8NBRS 
L6 STR 




Structure attributes must be viewed using STN Express query preparation. 



■> 8 16 sss asm 

SAMPLE SEARCH INITIATED 11:48:09 FILE 'RBQISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 98 TO ITERATE 

100.0% PROCESSED 98 ITERATIONS 

SEARCH TIME: 00.00.01 

FULL FILE 



PROJECTED ITERATIONS: 
PROJBCTBD AMSNBRSt 



•*COMPLBTB** 
BATCH ••COMPLETE** 

1367 TO 3SS3 
11 TO 389 



10/S76J01 17/138 Robert Havlln 

LT 10 SSA SSS SAM L6 

■> d acan 



L7 10 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Purot3',4' :6,7]nBphtho[2.3-d]-l,3*dioxol-6(5aH) -ona. 9- ( (C-auoro-2- 
bsnsothiasolyl) Amino) -5, 8,a«, 9-cetr«hydro>5- (3, 4, S-trimathoxyphonyl) • , 
(5R.5aR,8aS,98) • (9C2) 

MP C3» H3S F Kra 07 8 

Abaoluto ataraochemiatry. 



OMe 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



HOW NUiy MORB ANStfSRS DO YOU WISH TO SCAN? (1) :3 

L7 10 AHSHBRS REGISTRY COPYRIGHT 3007 ACS on STN 

IN lH*Pyrrola-3. 5-diona. 3- [ [ (5S, SaS, 8aR, 9R) -9- [4- ( [ (1. 1- 

dinethylathyl)diinethylallyl]oxy) -3. S-dimethoxyphenyl] -5 , 5a, 6, 8, Ba, 9- 
hexahydrO'S-oxofuro[3'.4' :«,7]naphtho(a,3-d}-l,3-dioxol-5-ylianine]-l- (3- 
mathoxyethyl) - (9CI) 
MF C34 H42 N2 OlO SI 

Abaoluta ataraeeheMiatry. 



He Me 




12226.201 19/138 Robert Havlln 



**PROPBSTy DATA AVAILABLE IN THE 'PROP' FORMAT* • 



L7 10 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN lH-Pyrrola-3, 5-dtone, 3 - I ( (53, SaS, 8«R, 9R) -5 , 5«, 6 , 8 . 8b. 9-hexBhydro-9- (4- 

hydroxy • 3 , 5 - dimethoxyphenyl ) - 8 - oxof uro { 3 ' , 4 ' : fi . 7 ] naphtho (3. 3-d] -1.3 -dioxol - 
S-yi) amino] -1- (3-hydroxyethyl) - (901) 

MF C37 Ha« H3 010 

Abaoluta atareochemiatxy. 




••PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT^* 



HOM HMfY MORS ANSWERS DO YOU WISH TO SOW? (1) !2 

L7 10 ANSWERS REGISTRY COPYRIGHT 3007 ACS on STN 

IN Puro(3' ,4* :6,7]napheho{3,3-d]>l,3-dioxol-«(SaH) -one, 9- (1, 3-banzodioxol-S- 
ylamino) -5- (2-chloro-4-hydroxy-3,S-diiiiathaxyphenyl} -5,8,8a,9-tatrahydro-, 
[5S- (5a,5aP,8aa.9|S]]. (SCI) 
MF C38 H34 CI N 09 



••PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 10 ANSWERS RBOISTRY OOPYRIOHT 3007 ACS on STN 

IN Furo[3<.4' i6.7}naphtho[3,3-d] -l,3-dioxol-«(SaH)-ona, 9-(3- 

benzothiazolylamino) -5, 8. 8a, 9-tetrahydra- 5- (4-hydroxy-3 , S-dimathoxyphenyl) - 

. f5R-(5a,5ap.8aa,9P)l> <9CI) 
MF C28 H34 N3 07 S 

Abaoluta atereocheniatry . 



OH 




** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



ROW MANY MORB ANSWERS DO YOU WISH TO SCAN? (1) :2 

L7 10 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STH 

IN FuroO' ,4' : 8,7] naphtho [3, 3 •d] -1.3 -dioxol- 6 <5aH) -one. S. 8, 8a, 9-tetrahydro•5• 
(4-hydroxy-3. 5-dinethoxyphenyl) -9- { (5-nitro-1.3-ben2iaothiazol-3-yl)aminol - 
, (5R,SaR,aaS,9S)- (9CI} 

MF C38 H33 113 09 S 

Abaoluta atereochaMiatry. 



OH 



02N. 




20im Robert Havim 



^'PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



L7 10 ANSWERS REGISTRY COPYRIGHT 30 07 ACS On STN 

IN 4-Thiazoleacetic acid, 3- [ ( (SS. 5aS, 8aR. 9R) -5. 5a. 6. 8 , Ba, 9-hexahydro- 9- (4 - 

hydroxy-3, 5-dinethoxyphenyl) -8-oxofuro(3* .4 ■ :fi, 7] naphtho [3. 3-d] -1. 3 -dioxol - 
5-yl] amino] -, athyl eatar {9CX) 

MF C38 H38 N3 09 S 

Abaoluta atereoehemiatry . 




••PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :3 

L7 10 ANSWERS RBOISTRY OOPYRIOHT 3007 ACS on STN 

IN IH- Pyrrole- 3, 5-dione, 3- ( ( (SS, 5aS, 8aR, 9R) -»- [4- ( [ (1, 1- 

dimethylethyDdlmethylailylloxy] -3, S-ditnathoxyphanyl] -9, 5a, fi, 8, 8a, 9- 

hexahydro-B -oxof uro [3 • ,4* : 6 , 7] naphtho [3, 3 -d] -1. 3- dioxol -5-yl] amino] -1,4- 
diroethyl- (9CI) 
MP C33 H40 N3 09 Si 



Abaoluta ataraocheniatry . 



Abaoluta atereoehemiatry. 



PAGE 1-A 




HOH MANY MORE ANSWERS DO YOU HISH TO SCAN? (1) :0 
-> s 16 aaa full 

PULI. SEARCH INITIATED 11:48:30 PILE 'REGISTRY' 
FULL SCRBSN SEARCH COMPLBTBD • 1934 TO ITBRATB 

100.0% PROCESSED . 1934 ITERATIONS 
SEARCH TIME: 00.00.01 

L8 108 SBA SSS 7UL L6 



108 ANSWERS 



108 ANSHBRS RS0I8TRY COPYRIOHT 2007 ACS on 8TN 

IH- Pyrrole - a , 5 -dion« , 3 - [ [ ( 5S , 5«S «8«R,9R)-5,5«,6,8,8«,9- hexahydro - 9 - ( 4 - 

hydro3qr-3.5-diiiiethoxyphenyl) -8-oxofuro [3 ' ,4 ' : 6,-7] naphtho(2, 3-d] -1, 3-dioxol- 
S-yl] amino] -l-(2<prop«nyl)- (9CI) 
C2e R26 N2 09 



Absolute stereochemietry. 



FACIE 3-A 



••PROPERTY DATA AVAXLABLB IN THE 'PROP' FORMAT** 



L7 10 ANSWERS REGISTRY COPYRIGHT 2 0 07 ACS on STN 

IH lH-Pyrrole-2.5-dione. 3- [ [ ( 5S, S«S, SaR, 9R) -S , Sa, 6, 8, aa, 9-hexahydro-9- (4- 

hydroxy-3 , 5-dimethoxyphenyl) '8-oxofuro[3 ' ,4' :6, 7]naphcho[a,3-d] -1.3-dloxol 
5-yl]amino}-l-(2-pTOpanyl}- (9CI) 

HP C38 H26 N3 09 

Absolute etereochenistry . 



** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



HON MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :3 

L8 lOa ANSWERS REGISTRY COPYRIGHT 3007 ACS on STN 

IN IH- Pyrrole- 3, 5-dione, l-butyl-3- [ [ (53. SbS, 8aR, 9R} - 5 , 5a, 6 , 8 , Ba, 9-hexahydro- 
' 9- (4-hydroxy-3, S-dlmethoxyphenyl) -8-oxoCuro [3 * , 4 ' : 6, 7]naphtho [3,3-d] -1,3- 
dioxol-s-yllamlno]- (9CI) 
HP C29 H30 N2 09 



Absolute stereochemistry. 



10/S76JQ1 M/138 Robert Havlin I0/S76J01 24/138 Robert Havlin 



OH 




••PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



OH 





L8 108 ANSWERS REGISTRY COPYRIOIIT 2007 ACS on STN 

IN Acetamlde, N- I4 ~ I [3 - [ ( (SS, SaS, 8aR, 9R) -9- [4- ( [ (1 , 1- 

diraethylethyDdiraethylBilyDoxy] - 3 , S-dimethoxyphenyl] -S, 5a, S.8, 8a.9- 
hexahydro-0-oxoCuro [3 ' ,4' :6,7]naphtho[2,3-d] -1, 3-dioxol-5-yl}aminoJ -3,5- 
dihydro-3,S-dioxo-lH-pyrrol-l-yl] methyl] phenyl] - {9CI) 

MP C40 H45 M3 OlO Si 

Absolute ■tereochenistry. 



Ma Me 




••PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT^^ 



L8 108 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Furo[3' ,4' : 6, 7] nBphtho(3. 3-d) -1, 3-dioxol-6 (SaH) -one, 9- ( (3, S-dlhydro-a- 
thioxo-S-benzothiazolyDamino] -S, 8, 8a,9-tetrabydro-5- (4-hydroxy-3 , 5- 
dlmathoxyphenyl) - , (SR, SaR, 8aS, 9S) - {9CI) 

MP C38 H34 N2 07 S2 

Absolute stereochemistry. 



OH 




••PROPERTY DATA AVAILABLE IH THE *PROP' FORMAT^^ 



HOH MAKY MORE ANSWERS DO YOU HISH TO SCAN? (1) :3 

LS 108 ANSWERS REGISTRY COPYRIOHT 3007 ACS on S'TN 

IH Pura[3' ,4' :6,7]naphtho[2,3-d]-l,3-dioxol-6(5aH)-one, 9- [ (6-Cluoro-2- 

benzothiazolyl) amino] -5,8, 8a, 9-tetrahydro-S- (3,4, S-trlmethoj^phenyl) - , 
(SR, 5aR,8aS, 9S) - (9CI) 

KF C29 H2S F N2 07 S 

Absolute stereochemistry. 



••PROPERTY DATA AVAILABLE IN THE 'PROP* FORMAT •• 



HOH MANY MORE ANSHBRS DO YOU WISH TO SCAN? (1) :3 

L8 108 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN lH-Pyrazole-4-carboxylic acid. 5- I [ (5S, SaS. BaH. 9R) - 5 , 5a, 6 , B , 8a, 9-hexahydro- 
9- (4 -hydroxy- 3. S-dimethoxyphenyl) -8-oxo£uro[3 ' ,4' :«, 7]naphtho [3, 3-d] -1,3- 
dioxol- S-yl] amino] -1-methyl-, ethyl ester {9CI) 

MP C3B Ha9 N3 09 



ItyS76J01 



Absolute •tareochenlstry. 



10/576^01 



26/138 



USE IS SiraJECT TO THE TERMS OP YOUR STN CUSTOMER i 
PLEASE SEE "HELP USAQETERMS- FOR DETAILS. 
COPYRIGHT <C) 3007 AMERICAN CHEMICAI. SOCIETY (ACS) 



Robert Havlln 




Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
36, 1996). unless otherwise indicated in the original publications. 
The OA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 6 Jun 2007 VOL 14 6 ISS 24 
FILE LAST UPDATED: 5 Jun 3007 (30070605/SD) 

New CAS Information Use Policies, enter HBLP USAQETERMS for details. 

This file contains CAS Registry Numbers Cor easy and accurate 
substance identification. 



•PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



LS 108 ANSWERS RBOISTRY COPYRIGHT 2007 ACS on STN 

IN Furo(3' ,4* :6,7)naphtho{3,3-d] • I. 3 -dioxol-6 (SaH) -one, 5. a, Ba, 9-tetrahydro-5- 
(4-hydroxy-3, 5-dlmethoxyphenyl) -9- { (3 -methyl • 5- laothiazolyl) amino] - , 
<SR.SaR,8aS,95) - (9CI) 

MP CaS H34 N3 07 S 

Absolute atereochenistry. 



-> d ibib abs hltstr 1-10 



L9 ANSWER 1 OP 43 
ACCESSION NUMBER: 




CORPORATE SOURCE: 



PUBblSMBRi 
DOCUMENT TYPE: 



HCAPLUS COPYRIGHT 2007 ACS on STN 
3007:154281 HCAPLUS Full- text 
146:401730 

The absolute configuration of a nitroxide spin .labeled 
derivative of podophyllotoxin determined by the 
oryetal structure 

Zhou, Baohan; Yin, Guodong; Heng, Xianggao; Li, Yitao; 
Wu, Anxin 

Key Laboratory of Pesticide and Chemical Biology, 
Ministry of Education, College of Chemistry, Central 
China Normal Ubiversity, Wuhan, 430079, Peop. Rep. 

China 

Canadian Journal of Chemistry (3006), 84(13). 
1603-1606 

CODBN: CJCBAO; ISSN: 0008-4043 
National Research Council of Canada 
Journal ' 
English 



*• PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



HON MANY MORE ANSWERS DO YOU NISR TO SCAN? (1) :0 



■> file hcaplus 
COST IN U.S. DOLLARS 



PULL ESTIMATED COST 
PILE 'HCAPLUS' BNTBRBD AT 11:48149 ON 06 JUN 3007 



SINCE PILE TOTAL 
ENTRY SESSION 
173.55 177. IC 



10^576^ 



10^276^ 




DOCUMENT TYPE I 

LANOUAOB: 

OTHER SOURCE (S) i 



305-309 

OODEN: LDTOAM; ZSSNi 1570-1808 
Benthan Science Publiahere Ltd, 
Journal 
English 

' 145:63718 



AB The crystal structure of the nitroxide apin labeled derivative (X) of podophyllotoxin waa 
first reported. X-ray anal, demonstrated that four eontigueua ehiral centera in the raol.. 
CI, C3. C3, and C4, adopt cis- (1:2), trans- (2:3), and cis- (3:4) arrangement. 

IT 125670-69-lP 

RL: PRP (Properties) ; SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of a nitroxide spin labeled derivative of podophyllotoxin and its 
absolute configuration determined by crystal structure) 
RN 135670-69-1 HCAPLUS 

CN 1-Piperidinyloxy. 4- [ ( (5S,5aS,8aR, 9R) -5. 5a,6, 8, 8a, 9-hexahydro- 9- (4-hydroxy- 
3,5-dimetho3^henyl) -8-oxofuro[3< ,4' :6,7]naphtho[3,3-dl -1. 3-dioxol-5- 
yllamino] -3,a.«,6-tetraraethyl- (CA INDEX NAME) 

Afaaolute stereochemistry. 



MaO'''''^--^OMs 




AB Five new 4P-N-heteroaryl analogs of podophyllotoxin, e.g. I, have been prepared by 

employing red phosphorus/xa reagent system. Four of these 4p-N-hetezaaryl analogs have 
been evaluated for their cytotoxicity against six human cancer cell lines' with some 
representatives showing promising anticancer activity. 

IT 748151-14-6P 748151-19-lP 893781-64-3P 
a91783-85-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study) ,- PRBP (Preparation) 

(synthesis and biol. activity of new 4-H-heteroaryl analogs of 
podophyllotoxin) 
RN 748151-14-6 HCAPLUS 

CN Furo[3',4'i6,7]naphthoj3,3-d}-l,3-diexol-6(5aH)-one, 9- (3- 

benzothiazolylamlno) -5, 8, 8a, 9-tetrfthydro-5- (3,4, B-trimethoxyphenyl) 

(5R,5aR,8aS,9S)- {9CI) (CA INDEX NAME) 
Absolute atereoehemistry. Rotation (-) . 



RSPBRBNCE COUNT: 



THERE ARE 16 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



a OF 43 HCAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER; 
TITLE « 



CORPORATE SOURCE: 



3006:603288 HCAPLUS Pull -text 
145:63718 

Synthesis and biological activity of new 
4P-N-heteroaryl analogues of podophyllotoxin 
Kamal. Ahmed; Ku^iar, B. Ashwini; Arifuddin, M.; 
Dastidar, Sunanda. G. 

Division of Organic Chemistry, Indian Institute of 
Chemical Technology, Hyderabad. 500007, India 
Letters in Drug Design & Discovery (3006), 3(3), 




cor 



29 / 138 



Robert Havlln 



748151-19-1 HCAPLUS 
ruro(3* ,4* 7] nnphthola, 3-d] -1.3-dlaxol-6(S&H) -one, 9- [ (4-chloro-6-inethyl- 
2-pyriinidinyl)einiino] -S,S,Sa,9-tetrahydro-5- (4-hydroxy-3,S-diniethoxyphenyl) - 
, (SR.5aR.»a8,9S) • {»CI) (CA INDEX NAME) 



30/138 



Robert Havlln 



AbBoluta ■tanoctMiniatry. Rotation (-). 



■^6" 




RN 891781*B4>3 HCAPLUS 

CW Purot3' ,4* :«,7jn«phthota.3-d) -1. 3'dloxol--6 (SaH) -one. 9- [ (S-fluoro-a- 
benzotbiazolyl) amino] • 5 , 8 . 8a. 9-tetrahydro-S- (3.4, S-trlnwthoxypbenyl) - 

(SR,5aR.BaS,9S) - (9CI) (CA INDEX NAME) 

Abaoluta ateraochemiatry. Rotation (-). 





IT 7'lUl<il-ll-3P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(syntheBia and biol. activity of new 4-N-heceroaryl analogB of 
podophyl 1 ot oxi n ) 
RN 74B1S1-11-3 HCAPLUS 

CN Furo[3' ,4* 7] naphtho{a , 3-d] -1, 3-dioxol-6 (SaH) -one. 9- [ (4-chloro-6-laethyl- 
3-pyrilnidlnyl) amino] -5,«,aa,9-tetral)ydro-S- {3,4,5-trimathoxyphenyl) 
(5R,SaR,8aS,98)- (9CX) (CA INDEX NANS) 

Abaoluta ataraochamiatry . Rotation (-) . 




891781- BS-4 HCAPLUS 

Furo [3 • , 4 ■ : 6 , 7] naphtho [3 , 3 - d] - 1 , 3 -dioxol- 6 ( 5«H) -ono, 9- ( [« - ohloro-3 - 
(amthylthlo) - 4-pyriiaidlnyl] amino] -5,8,8a. 9- tatrahydro-5- (4 -hydroxy-3 , 5- 
dimathoxyphanyl}-, (5R, SaR, flaS. 9S} - (9CI) (CA INDEX NAME] 



Abaoluta ata: 



,atry. Rotation {-). 



REFERENCE COUNT t 



L9 ANSWER 3 OF 43 
ACCESSION NUMBER I 
DOCUMENT NUMBER: 
TITLE: 



37 THERE ARB 37 CITED RBFEREMCSS AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

HCAPLUS OOPYRIOHT 2007 ACS on STN 
300Ci 65364 HCAPLUS Full^text 
144:480533 

L-camitine inhibita apoptotic DNA fragmentation 
induced by a new spin-labeled derivative of 
podophyl lotoxin via caspaae-S in Raji cella 
Qi. She-Ning: Zhang, Zhi-Feng; Mang, Zhen-Yun; 
Yoahida, AKira; Ueda, Takemori 

Department of Histology and Embryology, Lanzhou 
University, Lanzhou, 730000, Paop. Rep. China 
Oncology Report* (3006), 15(1), 119-133 
ISSN: 1031- 33 5X 



10/576^201 



PUBLISHER: 
DOCUMENT TYPE 



31/138 



Robert Havlln 



Oncology Raporta 
Joumal- 
Engliah 

A8 L-oarnitine (P-hydtoxy-trlmathylamlnobutyrlc aold) playa an eaaantial natabollo rola that 
conslflts of transferring the long chain fatty acids through the mitochondrial barrier, 
thus allowing their anargy-yialdlng oxidation 0P7 {4-l4"-{2». 2". «"-tatramathyl-l"- 

piperidlnyloxy) amino} -4* -dimethyl-epipodophyl lotoxin) ia a new spin-labeled derivative of 
podophyllotoxin aemi-synt heal zed by our university. In thin study, we examined the 
activity of L- carnitine in aP7- induced apoptoaia in Burkitt ' s lymphoma cell line, Raji*. 
0P7 induced tine- and dose -dependent apoptotic DNA fragmentation accompanied by caspase-a 
activation in Raji cella, and the kinetics of eaapaae-3 activation induced by OP7 was well 
correlated with that of apoptotic DNA fragmentation. L-camitine treatment prevented GP7- 
induced caspa*a-3 activation, auppressed caspaae-3 cleavage and abrogated OP7-induced 
apoptotic DNA fragmentation in Ra^i cella. Our finding* auggaat that L-camltine la a ■ 
potent anti-apoptotlo agent to hunan Ijnapboma calls and nay axsrt its ant 1- apoptotic 
effect via inhibition of eaapase-3 activity in aP7-traated Raji calla. 
IT 13S670-69-1, OP7 

RL: BSU (Biological atudy, unclassified); BIOL (Biological study) 

(L-comitlne prevented OP? -induced caspaae-S activation, suppressed 

ca8paBe-3 cleavage and abrogated OP7- induced apoptotic DNA 

fragmentation in Burkitt 'a lymphoma cell line, Raji) 
RN 135670-69-1 HCAPLUS 

CN 1-Piperidlnyloxy, 4- ( ((58. 5aS, 8aR,9R) -5. 5a. «, 8, 8a, 9-haxahydro-9- (4-hydroxy- 
3 . 5-dlmethoxyphanyl ) -8-oxof uro [3 ■ , 4 ' : 6, 7) naphtho [2 , 3-d) - l , 3 -dioxol - S- 
yl] amino] -2. 3,6,6 -tatramethyl- (CA INDEX NAME) 

Abaoluta ataraochenistry. 



10/S76.2Q1 



DOCUMENT TYPE) 



Patant 
Franch 



32/138 



FAMILY ACC. NUM. 
PATENT INFORMATION: 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



PR 30S930B 

FR 3859208 

CA 2546833 

HO 3005033817 

N: AE. AO, AL. 
CN, CO, CR, 
OB, OH, OM, 
LK, LR, LS, 
NO. NZ, CM, 
TJ, TH, TN, 
RN: BW, OH, OM, 
AZ, BY, KO, 
EE, BS, FX, 
81, SR, TR, 
SN, TD, TO 

EP 1664055 

EP 1664055 

R: CH, DB, FR, 

US 2006247346 
PRIORITY APPIM. INFO.: 

OTHER SOURCE (S) t 



Al 

AM, AT, 

CU, CZ, 

HR, KU, 

LT. LU, 

PO, PH, 

TR, TT, 

KB, LS, 

KZ, KD, 

FR, OB, 

BF, BJ, 

Al 



20050304 
30060120 
30050317 
30050317 
AU, A2. 
OB, OK, 
ID. IL. 
LV, MA, 
PL. PT. 
T2, UA. 
MW, MZ, 
RU, TJ. 
OR. HU, 
CF. CO, 
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STRUCTURE DIAGRAM TOO LARQB FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

>B 9-Amlnopodophyllotoxin derive. I [Rl ■ H, alkyl, aryl, arylalkyle, heteroaryle. 

heteroarylalkyle, alkylcarbonyle. arylcarbonyle, arylalkylcarbonyle, alkoxycarbonyle, 
aryloxycarbonyle, arylalkoxycarbonyle. heterocycloalkoxycarbonyle . alkylaul fonyle, 
arylsulfonyle, aryl alkylaul fonyle, phoaphonic, Si(Ra)3Rb; Y - HMNH. NR3; R3 > H. 

(un)branched Cl-6-alkyl, aryl, heteroaryl, oyeloalkyl, hatarocyeloalkyl, ca-6-alkenyl, C3- 
6-alkynyl, T1R5; R3 - H, alkyl, eyeloalkyl, aryl, arylalkyl; R4t > H, alkyl; RS - OH, 

(un)branehed 0-(Cl-6-alkyl), (Cl-6-alkyl) -C(:0) , ( (Cl-6-alkyl) -o)c( :0) , (Cl-6-alkyl) - 
C(:0)0, C02H, halogen, trihalomethyl , aryl, heteroaryl, eyeloalkyl, heterocycloalkyl , 
NRcRd; Ra, Rb « linear or branched Cl-6-alkyl, aryl; Rc, Rd - H, (un) branched Cl-6-alkyl; 
Tl ■ (un) branched CI- 6-aIkylene , (un}branched C2-e-alkenyIene, (un)branched C2-6- 
alkynylene] their enantiomers, dlaatereoiaomers or pharmaceutically acceptable acid or 
basa additiva salta ara daacribad. The procedure for the preparation of Z compriaea: (i) 
raaction of 9 -amlnopodophyl lotoxin derivative II with Rl'X {Rl' > (un)branched Cl-6-alkyl, 
aryl, aryl- (Cl-6-alkyl) , heteroaryl, heteroaryl- <Cl-6-alkyl) , (Cl-6-alkyl) -carbonyl. 
arylearbonyl , aryl- (Cl-6-alkyl) carbonyl. Ci - 6 - alkoxycarbonyl , aryloxycarbonyl, 
arylalkoxycarbonyl , heterocycloalkoxycarbonyl , etc.; X ■ H, halogen, usual organic leaving 
group] to give podophyllotoxin derivative (III); or (ii) reaction of II with QL [Q - 
olasaical protective group; L - usual organic leaving group] to give podophyllotoxin 
derivative (IV); (iii) reaction of III or IV with R3X' (X* . H, halogen, O] to give 9- 
amlnopodophyl lotoxin derivative V (T - Rl', Q) ; (iv) reaction of V with heterocycle VI 

(Hal ■ halogen) and (v) removal of T to give I. Thus, (SS, 5aS, BaR, 9R) -I (Rl ■ R3 - R4 ■ 
H, y - NMe) waa prepared from (5R,5aR, 8aS, 9S} -II via allylatlon with Ma3CMe2Slcl in DMF 
containing Imidaxola. conjugate addition to 3- bromo-l-methyl-lH-pyrrole-a, 5- dione (VI; 
Hal - Br, R4 - H, Y > NMa), and deailylation with Dowox 50x3 (300 neab) in MaOK. I can be 
used in the treatment of cancer E (58, 5aS, 8aR, 9R) - I (Rl > R3 - R4 - H, Y > NMe) gave T/C > 
575% at SO ng/Kg va. nnxrine leukemia P3B8 cella; IC50 ■ 54 nM vs. murine laukanla L1310 
cella] . 



IT 9450Sa-67-lP fi4f.053-71-7P 64? 056 • 73 ■■ 3P 
O'ltOSO-75-lP 84o05e-77-3P 346Q50- 75r -SP 
e46058-Bl-9P e4«051ii-a3-lP t.lt05.ei-lj5-3P 

c<iti05t!-8e-6P 04Ct)5a-so-CP L»^o050-S2-::;p 

RL: PAC {PhanMcologleal aetivityK- RCT (Rsnctant); 8PN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL {Biological study) ; PREP 
(Preparation); RACT (Reactant or rsagant) { USES (Uaea) 

(preparation and desilylation of; preparation of new 9-«RinopodQphyllotoxin 
derivo. and antitumor pharmaceutical compna. containing them) 
RN 846058-67-1 HCAPLUS 

CN IH-Pyrrola-a, S-diona, 3 - [ { (5S, SaS. 8aR, 9R> - 9- {4- ( E (1 ■ 1- 

dimethylethyl)ditnethylailyl]oxyl -3, 5-dimethoxyphenyl} -5,5a, 6, e, ea.9- 
hexahydro- a -oxoCuro [3 • , 4 ' : 6 , 7} naphtho {2 , 3 -d] - 1 , 3 - dioxol - 5 -yl] amino] - 1 - 
methyl- (9CI) <CA INDEX NAME) 

Abaolute atereocheniatry. 




RN 84G058-71-7 HCAPLUS 

CH lH-Pyrrole-2, 5-dione, 3 - [ [ ( 53 , SaS , 8aR, 9R) -9- (4- [ [ (1 , 1- 

dimethylethyl] diraethylailylloxy] -3. S-dimethoxyphenyl) -5,Sa, 6, 8, 8a. 9- 
hexahydro- S -oxof uro [3 • , 4 * s « . 7] naphtho [2 , 3 -d] - 1, 3-dioxol - 5 -yl] amino] - 1 - [ (4 - 
fluorophenyl) methyl]- (9CI) (CA IHDBX HM(B) 

Absolute stereochemistry. 



Me He 




m26^ ?S/P8 Robert HavHn 

Absolute stereochemistry. 



Ma Me 




RM 846058-79-5 HCAPLUS 

CN IH- Pyrrole- 1- acetic acid. 3 - [ [ (5S, SaS, BaR, 9R) - 9- (4- [ ( (1 , 1- 

dimethylethyl)dimethylsilyl)oxy] -3 , 5-dimathoxyphenyl] -5, 5a, 6, 8, 8a, 9- 
hexahydro-8-oxofuro(3* ,4' : 6, 7] naphtho [2, 3-d] -1, 3 -dioxol -S-yl] amino] -2,S- 
dihydro-a,S-dioxo- (9CI) (CA IMDBX MAMB) 

Absolute stereochemistry. 




RN 846058-81-9 HCAPLUS 

CN IH-Pyrrole-l-acetic acid, 3 - [ [ ( 53 , SaS, SaR, 9R) - 9- (4- [ [ (1 , 1 - 

dimathyletbyDdimethylailyl] oxy] -3, 5-dimethoxyphenyll -5, 5a, 6, 8, 8a, 9 • 
hexahydro- 8 -oxof uro [3 * , 4 • 7] naphtho (2 , 3 - d] - X, 3 -dioxol -S - yl] amino] -3,5- 
dlhydro-a.S-dioxo-, methyl ester (9CI) (CA IHDBX NAMB) 



IPffTMPl 241128 RgfrtrtHavim 



RN 846058-73-9 HCAPLUS 

CN IH- Pyrrole- 3, 5-dione. 3- t [ (SS,SaS,8aR, 9R) -9- t4- I ( (1, 1- 

dimethylethyl)dimethylsilyl)oxy] -3, 5-dimethoxyphenyl] -5. 5a, 6, «, 8a. 9- 
hexahydTO-8-oxofuro{3 ' ,4* :6,7]naphtho[3,3-dl -1, S-dioxol-S-yljamino] [4- 
(triCluoromethyl) phenyl] methyl] • (9CI} (CA INDEX HAMS) 

Absolute stereochemistry. 



He Ms 




RN 846058-75-1 HCAPLUS 

CN Acetamlde, M- [4- [ [3 - [ ( (5S, SaS, 8aR, 9R) -9- {4- ( [ (1, 1- 

dimethylethyl ) dimethyls ilyl } oxy] -3 , 5-dimethoxyphenyl] -5, 5a, 6,8, Ba. 9- 
hexahydro-8-oxofuro[3' ,4' :6.7]naphtho (3, 3-d) -1, 3-dioxol-5-yl)funino] -2,5- 
dihydro-3, 5-dioxo-lH-pyrrol-l-yl] methyl] phenyl] - (9CZ) (CA INDEX KAMB) 

Absolute stereochemistry. 




RN 846058-77-3 HCAPLUS 

CN lH-Pyrrole-2, S-dione, 3- [ ( (53. SaS, 8aR, 9R) -9- {4- ( [ (l, l- 

dimethylethyl)dimethylailyl]oxy] -3, S-dimetboxyphenyl] -5, 5a, 6, 8, 8a, 9- 
bexahydro-S-oxofuro[3' ^4' :6, 7]naphtho[2,3-d] -l, 3-dioxol-s-yl]amino] -1-12- 
hydroxy-1- (hydroxymethyl) ethyl] - (9CI) (CA INDEX NAME) 



WJ^ Robert HavHn 



He He 




RN 846058-83-1 HCAPLUS 

CN IH- Pyrrole- 1-hexanolc acid, 3- [ [ (5S,5aS,8«R, 911} -9- [4- ( [ (1,1- 

dimethylethyl ) dimethylailyl] oxy] -3 , S-dinethoxyphenyl] -5 , Sa. 6, 8, 8a. 9- 
hexahydro-B-oxofuro(3' ,4* 7]naphtho [3,3-dI -1, 3-dioxol-S-yll anlnol -2 , 5- 

dihydro-2,5-dioxo- (9C1) (CA IHDBX NAME) 

Absolute stereochemistry. 



Me Ms 




RN B460S8-85-3 HCAPLUS 

CN IH- Pyrrole -3, 5-dione, l-butyl-3- [ [ (5S. SaS, aaR. 9R) -9- {4- [ ( (1. 1- 

dimethylathyDdimethylsilylloxy] -3, 5-dlmethoxyphenyl] -s, 5a, 6, 8, 8«,9- 
hexahydro-8-oxofuro(3' ,4* s 6. 7 ] naphtho (3. 3 -d] -1, 3 -dioxol -5 -yl] amino] - (9CX) 
(CA INDEX NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. 



Robert Havliq imiS^lO] 




RN 846058-68-6 HCAPLUS 

CN lH-Pyrrole-2, 5-dlone, 3- [ [ (SS, SaS.aaR, 9R) -9- [4- [ [ (l.l- 
diine t hy le thyl )dliDethylailyl]oxy]-3,5 - diiM t hoxypheny 1 l-5,Sa,6,8,8a.»- 
hexahydro- 8 - oxofuro (3 • , 4 ' : 6 , 1 ) naphtho [a . 3 -d] - 1 , 3 -dloxol - S-yll amino] -1,4- 
dlmathyl- (9CI) (CA IN08X MAKB) 

Absolute •tareochenistry . 




1 -methyl- (9CZ} (CA INDEX NAMB) 
Absolute Btereoehetniatry . 



38/138 




RN 846058-93-3 HCAPLUS 

CN lH-Pyrrole-3,S-dione, 3- [ ( (SS, 5aS, 8aR, 9R) -9- [4- [ ( (1. 1- 

dimethylethyl) dimethylailyDoxy] -3, B-dimethoxyphanyl] -5, 5a, 6, 8, aa,9- 
hexahydro-S-oxofuro {3 ' . 4 ' ; 6. 7]naphtbo [3 ,3-d] -l, 3-dioxol-5-yl] amino] -1- (3- 
hydroxyethyl) - (SCI) (CA INDEX NAME) 

Abaoluta atereochemiatry . 




846058-90-0 HCAPLUS 

lH-Pyrrole-2.5-dione, 3- ( [ (SS, SaS, 8aR, 9R) -9- [4- [ ( (1, i- 
dimethylethyl) dimethyl ailylloxy] -3 , S~dimethoxyphenyl] -5, Sa, 6, 8. 8a, 9- 
hexahydro- B-oxofuro [3 • , 4 • : 6 , 7] naphtho [3. 3-d] - 1. 3-dioxol-5-yl] methylamino] - 



RN 846058-94-4 HCAPLUS 

CN lH-Pyrrole-3,5-dlone, 3-{ [(5S,5aS,8aR,9R)-9- [4- [[(l.l- 
dimethylethyDdimethylailyl] oxy) -3, 5-dimethexyphanyl] -5, 5a, fi, 8, 8a, 9- 
hexahydro - 8 - oxo f u ro [3 • , 4 • : « , 7 ) naphtho [3, 3-d) -1,3- dioxoX - 5 -yl] amino] - 1 - ( 2 - 
methoxyethyl) - (9CI) (CA INDEX NAK8) 

Absolute stereochemistry. 



39/138 



Robert Havlin 10/576J01 



^P/138 



Robert HavHn 





RN 846058-96-6 HCAPLUS 

CN lH-Pyrrole-2, 5-dione, 3 - ( ( (SS, 5«S. 8aR, 9R) - 9 - [4- [ ( (1 , 1- 

dimethylethyl ) dimethylsilyl J oxy] -3 , 5-dlmethoxyphenyl) - 5 , Sa, 6 . 8 , 8a , 9- 
hexahydro- 8 -oxofuro (3 • , 4 ■ : 6, 7] naphtho (2, 3-d] -1. 3-dioxol-S-yl] amino] -; 
propenyD- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 846059-00-5 HCAPLUS 

CM lH-Pyrrole-3, 5-dione, 3- [ t (SS , SaS . BaR, 9R) -9- [4- ( [ (1 . 1- 

dimethylethyl) dimethylsilyl) oxy] -3, S-dimethoxyphenyl) -5, 5a, 6, B, 8a, 9- 
hBXahydro-8-oxofurot3'.4' : 6, 7] naphtho [3, 3-d] -1, 3-dioxol-5-yl] amino] -I- [3- 
(4-morpholinyl) ethyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





RN 846058-98-8 HCAPLUS 

CN lH-Pyrrole-3,S-dione. 3 - [ ( (SS. 5aS, 8aR, 9R) -9- [4- I [ (X, 1- 

dimet hyl ethyl ) dimet hy 1 sily 1 ) oxy) -3,5- dimet hoxypheny 1 ]-5,5a,6,8,8a,9- 
hexahydro-8-oxofuro[3',4< : 6, 7] naphtho [3. 3-d] -1, 3-dioxol-S-yli amino] -1- [3- 
(1-piperidinyl) ethyl) - (»CI) (CA INDEX NAME) 

Absolute •tereoehemlatry . 



RN 846059-02-7 HCAPLUS 

CN 3,6-Pyridazinedione. 4- ( [ (5S, SaS, SaR, 9R) - 9- (4- ( [ (1, 1- 

dimethylethyl) dimethylsilyl] oxy] -3, 5 -dimet hoxypheny 1] -5.Sa, 6, 8, 8a,9- 
hexahydro- 8 -oxofuro (3 • , 4 • : 6 , 7) naphtho [3.3-d]-l,3- dioxol - 5 -y 1 ] amino] -1,3- 
dihydro- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



10/576^01 



Robert Havlin 



10/576301 



Robert Havlin 




IT »4«05s-fia-2P e«co»9-?o-tip a4ecs«-7a-a? 

84C058-74-OP 84tiOS6-7C-2P 84fi05B-76-4P 
8460i>a-8U-aP 84«058'»2<0P B4eCS8-84-3P 
84£0£>8-e«-4P S460SS'B7-&P 8460S8-tt9-7P 
84605a-9X-lP 84eDSa-9J-3P a-i«C^8-99-9P 
84«0SB-97>7P «4«0SB-99-9P 846059-01 -fiP 
84fiOSS-03-BP 84S0a9-04-9P 

m.: PAC (Pharmacological activity): SPH (Synthatic prsparation) t THU 
(Therapflutic uaa) : BIOL (Biological study) : PREP (Praparatian) t U8B9 
(Uaea) 

(preparation oC naw 9-aininopodophyllotoxlii deriva. and antitumor 
phamacaut ical compna. containing them) 
RN e46058-«8-2 HCAPLUS 

CN IH -Pyrrole- 2, S-dione, 3- [ [ (5S, 5aS. BaR,9R) -S.Sa.s, B, 8a. 9-hexahydro-»- (4- 
hydroxy-^, S-dimethoxyphenyl) -8-oxofuro(3< .4* ; «, 7]naphthoIa. 3-dl -1,3-dioxol- 
5 -yl]aminol-l -methyl- (9CZ) (CA INDEX NUOi} 

Abaolute atareochemiatry . 



PAas a -A 

y 



XT 846058-69-3? 

RL: PAC (Pharmacological activity); RCT (Reactant); SPN (Synthetic 
preparation); THU (Therapeutic uae) ; BIOL (Biological study); PRBP 
(Preparation); RACT (Reactant or reagent); USES (Uaea) 

(preparation of new 9-aninopodophyllotoxin derive, and antitumor 
pharmncoucical compna. containing them) 
RN B460S8-69-3 HCAPLUS 

CN lH-Pyrrole-3,5-dione. 3- ( ( (SS.SaS, 8aR,9R) -9- [4- [ [ (1,1- 

dimathylathyl ) dimethylailyl ] oxy] -3 , S-dimathoxyphenyl] - S , Sa , 6 , S , 8a, 9 - 
hexahydro-8-oxofuro[3'.4' :6.7]naphtlio[2,3-d] -1.3-diexol-S-yl) amino] -1- 
(phenylmathyl) - (9CII (CA INDEX NAME) 

Abaolute atareocbemiatry ■ 



Me Ke 




OH 




RN 84605 8-70-6 HCAPLUS 

CN lH-Pyrrole-2, 5-dlone, 3- [ [ (5S, 5aS, BaR. 9R) -5, Sa, 6, 8, Ba, 9-hexahydro-9- (4- 

hydroxy-3, s-dinethoxyphenyl) -8-oxofuro[3' ,4' i6,7]naphtho[2, 3-d] -1,3-dioxol- 
S-yl] amino] -l-(phenylmathyl}- (9Ct) (CA INDEX NAME) 

Abaolute ate reochem i at ry . 




43/138 



846058-72-8 HCAPLUS 
lH-Pyrrole-2, S-dione, 1- [ (4 -fluorophenyl) methyl] -3- ( [ (5S, SaS.BaR, 9R)- 
5, 5a, 6, 8. Ba, 9-hexahydro-9- (4-hydroxy-3 , 5-dimethoxyphenyl) - 8 - 
OXoeuroO'.4' :6,7]naphthe[2,3-d]-l,3-diQ>xol-5-yl)araino]- (9CX} (CA I 
NAME) 



44/138 



Abaolute atereochemiatry . 





RN 8460S8-78-4 HCAPLUS 

CN IN- Pyrrole -2. S-dione, 3- { ( (SS, SaS, BaR, 9R) -5, Sa, 6, 8, 8a, 9-bexahydro-9- (4- 

hydroxy-3,5-dimetlioxyphenyl) -8-oxofuro(3* .4' : 6 . 7] naphtho [2 , 3-dl -1.3-dioxol- 
5-yl]amino)-l>[2-hydroxy-l-(hydroxyraethyl)ethyX)- (SCI) (CA INDEX NAME) 

Abaolute atereochemiatry. 



RM 846058-74-0 HCAPLUS 

CN IH -Pyrrole- 2. 5-dione. 3- ( [(5S.5eS,8aR.9R) -S, Sa, 6, 8. 8a, 9-hexahydro-9- (4- 

hydroxy-3 , S-dlmethoxyphanyl) -B-oxoCuro [3 * , 4 ' : 6 , 7] naphtho [2 , 3-d] -l , 3 -dioxol- 
S-yl] amino] (4- (trifluoronethyl) phenyl] methyl]- (9CI) (CA INDEX NAME) 

Abaolute atereochemiatry. 





RN 84 605 a- SO -e HCAPLUS 

CN IH- Pyrrole- l-acatic acid, 3- ( ( (SS, SaS. BaR, 9R) -5, Sa. «, 8. Sa, 9-hexahydro-9- (4- 
hydroxy-3 , S-dimethoxyphenyl) -8-oxofuro [3 ' , 4 ' :6, 7] naphtho [2, 3-d) -1.3 -dioxol* 
5-yl]amino] -2,5-dihydro-2,S-dioxo- (9CI) (CA INDEX NAME) 

Abaolute atereochemiatry. 



RN 84C0S8-76-2 HCAPLUS 

CN Acetamide. N- [4- [ (3- ( [ (SS, SaS. 8aR, 9R) -5, 5a. 6, 8 , 8a. 9-hexahydro-9- (4-hydroxy- 
3,S-dimethoxyphenyl)-B-oxoCuro{3' ,4* :6, 7) naphtho [2, 3-d] -i, 3-dioxol-S- 
yl] amino] -2 , 5-dihydro-2, 5-dioxo-lH-pyrrol-l-yl]methyl] phenyl] - (9CI) (CA 
INDEX NAME) 



Abaolute ataraochamiatry . 



1Q/S76J01 45/138 Robert Havlln 




RN a460Sa-82-0 KCAPLUS 

CW IH-Pyrrole-i-acetic acid, 3- t ( (SS, SaS. SbR, 9R) -5, S«, 6, B, 8a, 9-hexahydro-9- (4- 
hydroxy-3, 5-dimethoxyphenyl ) - 8-oxof uro (3 ' ,4' :6, 7]naphtho(3, 3-d) -1,3-dioxol- 
5-yl]«»inoI-3,5-dihydro-3.S-dioxo-. methyl eater {9C1) (CA INDEX NAME) 

Absolute ecereochemiatry. 



OH 




RN 846058-84 -3 HCAPLUS 

CM lH-Pyrrole*l>hexanolc.acid, 3- { [ (5S, SaS. 8aR, 9R) -5. 9e. 6, 8. 8a, »-hexehydro-9- 
(4 - hydroxy- 3 . S • dimethoxyphenyl) - 8-oxof uro (3 ' , 4 ' : « , 7] naphtbo [3 , 3-d] - 1 , 3- 
dioxol-S-yl]amino]-3,5-dihydro-3,5-dioxo- (9CI) (CA INDEX NAME) 

Absolute atereochemiatry. 



lffi526J01 mm Robert Havlln 



OMa 




RN 84fi0S8-89-7 KCAPLUS 

CN lH-Pyrrole-3, 5-dlone, 3- ( ( (SS, SaS. 8aR, 9R) -S, Sa, 6, 8. 8a, 9-hexahydro-9< (4* 

hydroxy-3. S -dimethoxyphenyl ) -8-axoCuro [3' .4 ' :6, 7]naphtho[3,3-d] -l«3-dloxol- 
S-yll amino] -1.4 -dimethyl- (KI) (CA INDEX HAH8) 

Absolute atereochemlatzy . 




RN 846058-91-1 HCAPLUS 

CN IH- Pyrrole- a. 5-dione, 3- [ [ (5S, 5aS, SaR,9R) -5, 5a.6, 8, 8a,9-hexAhydro-9- (4- 

hydroxy- 3. S -dimethoxyphenyl) - 8-oxof uro (3 ' ,4 ' : 6, 7] naphtho(3, 3-d] -l.3-dioxol- 
5-yllmethylamlno] -l-methyl- (9CI} (CA INDEX NAME) 

Absolute •teraoehemietry. 



10/576J01 46/138 Robert Havlln 




RM 846058-86-4 HCAPLUS 

CN lH-Pyrrole-3, 5-dione, l-butyl-3- ( ( (SS, SaS, 8aR, »R) -5, 5a. 6, 8, 8a,9-hexahydro- 
9- (4-hydroxy-3, 5-dimethoxyphenyl) -a-oxofuro [3* ,4' :6.7]naphthoIa,3-d] -l.a- 
dioxol-S-yllamino] - ° (9CI} (CA INDEX NAME) 

Absolute stereochenlstry. 



OH 




RN 846058-87-5 HCAPLUS 

CN lH-Pyrrele-3.S-diene. 3- { I (58, 5a8, SaR, 9R} -S, 5a,<, 8. 8a, »-hsxahydzo-8-oxo-9- 
( 3 , 4 . 5 - t r imet hoxyphenyl ) euro [3 ' . 4 ■ : 6 , 7] naphtho (3 , 3 - d] - 1 , 3 -dioxol - 5- 
yl] amino] -l-methyl- (9CI} (CA INDEX NAME) 

Absolute atereochemiatry. 



10/?76^01 mm Robert Havlln 



OH 




RM 846058-93-3 HCAPLUS 

CN lH-Pyrrole-3,S-dione. 3- [ [ (5S,SaS, 8aR, 9R) -5, 5a, 6, 8, 8a, 9-hexahydro-9- (4- 

hydroxy-3 . S-diaethoxyphanyl) -8-oxof uro (3 ■ ,4 • : C, 7] naphtho |3, 3-d] -l. ^-dioxol- 
5-yl)a■ino] -1- (3-hydroxyetbyl)- (9CI} (CA INDEX NAME) 

Absolute stereochemistry. 



OH 




RN B460Sa-9S-S HCAPLUS 

CN lH-Pyrrole-3, 5-dione, 3 - [ ( (SS, SaS, 8aR, 9R) -5, 5a, 6. 8, Sa , 9-hexahydro-9- (4- 

hydroxy-3, 5-diraethoxyphenyl) -8-oxof uro (3 ' ,4 ' : 6 , 7] naphtho (3. 3-d] -l.S-dioxol- 
5-yl]aminol-l-(3-methoxyethyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Robert HsvN 1WS7IL201 



SO/ 138 



Robert Havlln 





RN 846058-97-7 HCAPLUS 

CH IH- Pyrrole -a, S-diona, 3- [ ( (5S, SaS, 8aR,9R) -S , 5a, fi , 8 , Ba , 9-hexahydro-9- (4- 

hydroxy-3 , S-dimethoxyphenyl) -a-oxofuro [3 ' ,4 ' •. 6, 7) naphCho [3, 3-d) -1, 3-dioxol- 
5-yl] amino) -1- (3-propenyl} - (9CI) (CA INDBX MAMK) 

Absoluts •Ceraochsnistry. 



RN 846059-01-6 HCAPLUS 

CN lH-Pyrrole-3, 5-dione, 3- ( ( (SS.SnS, e«R, 9R) -5, 5o, 6, 8, ea,9-hexahydro-9- (4- 

hydroxy- 3, S-dimethoxyphenyl) - B-oxof uro [3 .' ,4" :6, 7] r>&phtho{3, 3-d] -ItS-dioxol- 
5-yl)aiaino)-l-[2-{4-raorpholinyl)ethyl]- (9CI) <CA IMOEX NAMB) 

Abaeluta ■teraeehamistry . 





RN 846058-99-9 HCAPLUS 

CN lH-Pyrrole-3, 5-diona, 3- ( ( (SS. SaS , SaR, 9R) >5 , 5a, 6 , 8 , aa, 9-hexahydro-9- (4- 

hydroxy-3 , S-dimethoxyphenyl) -8-oxofuro [3 ' ,4 ' : 6, 7] naphtho(3. 3-d] -1,3-dioxol- 
S-yDamino] -1- {3- (l-piperidlnyl)ethylj- (9CZ) (» INDBX NAKB) 

Absolute stareochemistry '. 



RN 846059-03-8 HCAPLUS 

CN 3 , 6-Pyridazinedione, 4- ( ( (5S, SaS. SaR. 9R) -5, Sa, 6, 6, 8b, 9-hexahydro-9- (4- 

hydroxy-3 , S-dimethoxyphenyl) -8-oxaf uro {3' ,4* :6. 7] naphtho(3, 3-d) -1,3-dioxol- 
S -yl] amino] -1,3 -dihydro- (9CI) (CA INDEX MAMB) 

Absolute fltereocheniatry . 



10^576^. 



PQ^eiiHavHq 




PATENT NO. 



RN 84S0S9-04-9 HCAPLUS 

CM IH-Pyrrole-a.S-diona. 3- [ I (SS. SaS. SaR, 9R) -5 , 5a, 6. 8. 9-haxahydxa-9- (4- 

hydroJv3.S-dinMthoxyphanyl)-6-oxofuro[3' ,4* :«,7lnaphtho[a,a-d] -i,3-dloxol- 
S-yl)amino) - {9CI) (CA INDBX NAME) 

Absoluts staraochasiiatcy. 




KINO DATS 



APPLICATION HO. 



HO 300407337S A7 
NO 3004073375 A8 
HO 3004073375 A3 

H: AS, AO, AL, AM, 

CN, CO, CR, CU, 

OB, OH. OM, HR. 

LK, LR, LS, LT, 

RN: BN, OH, OM, KB, 

BO, CH, CY, CZ, 

MC, NL. PT, RO, 

OQ, OH, ML, KR, 
IN 3003DB00139 A 
BP 159948S A3 

R: AT. BE. CH, 08, 

IB, SI, LT, LV, 
US a0070«6a37 Al 
PRIORITY APPLN. INFO.: 

OTHER SOURCB (S) I 




30040903 HO 3004-ZB376 

20041031 
20041333 

AT, AU, AZ, BA, BB. BO, BR, BH, BY. 
CZ, DB, OK, OH. DZ. BC, BB, BO, ES, 
HU. ID, XL, IN, IS, JP, KB, KO, KP, 
LU, LV, MA. MD. MO, MK, MN, MW, MX, 
LS, MW, MZ, SD, SL, SZ, TZ, UO, ZM. 
DE, DK. BB. B8. PI, FR. OB. OR, HU. 
SB, SI, SK. TR, BP, 8J. CP. CO. CI. 
NB, SN, TO, TO 

30050311 IN 2003-D8139 
30051130 BP 3004-710936 
DK, ES. FR, OB, OR, IT, LI, LU, NL, 
FI, RO. MK, CY, AL, TR, BO, CZ, BB, 
30070333 US 3006-545838 
IN 3003-OE139 
HO 3004-18376 
141:33S306; MARPAT 141:335306 



BZ, 



CH, 



FI, OB, QO. 

KR. KZ, LC, 

MZ, KA, HI 

ZH, AT, BB, 

IE, IT, LU, 

CM. OA, ON, 

20030318 
20040313 

SB, MC, PT, 

HU, SK 

30061301 

I 30030318 

I 30040313 



^^_Ph 
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HCAPLUS OOPYRIOHT 3007 ACS On STH 
30041718391 HCAPLUS Full -text 
141:335306 

Preparation of 4{)-anino and 40-amido derive, of 
podophyllotoxin and 4 ' -O-demethylepipodophyllotoxin as 
antitumor agents 

Kamal. Ahmed; Arifuddin, Mohammed; Kumar, Banala 
Ashwani; Daatidar. Sunanda Ohoaa 

Ranbaxy Laboratories Limited, India; Indian Institute 
of Chemical Technology 
PCT Int. Appl., 31 pp. 
CODEN: PIXX03 
Patent 
English 



This invention relates to podophyllotoxin derivo . , I (Rl - alkyl, haloal)tyl. aryl , 
heterocyclic, CH3Y (where Y - halogen, amino, nitro, or hydroxyl. and n - 1-4) or (CH3)mZ 
(where Z ■ pyridine, piperidine, or morpholino, and ra « 1-4); W - no atoia, CO, SC, or S03; 
R3 - H, or C1-C3 alkyl), which are useful Cor the treatment of tumors. Processes for the 
preparation of the compds. disclosed herein, pharmaceutical compns. containing these 
compds., and mathoda for treating tumors ara provided. Thus, 4()-aminopodophyllotoxin was 
treated with 4-methylbenzophenone-a- carboxylic acid and diecylohexylearbodiimide in 
dichloramethane to give II. 

74SIS1-H-3P •.'48X51-14-SP 748151-17-9? 

748151- 19 IP 748151-21-5P 

RL: PAC (Pharmacological activity); SPM (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of 4P-amino and 4p-amido derive, of podophyllotoxin 
and 4* -O-demetfaylepipodophyllotoxln as antitumor agents) 
748151-11-3 HCAPLUS 

Furo[3',4':6.7] naphtho [ 3 . 3 - d) - 1 , 3 -dloxol • 6 ( SaH ) -one , 9-1(4- chloro- 6 -methyl - 
3 - pyr imidinyl ) amino] - S , 8 . 8a , 9 -tat rahydre- 5- { 3 , 4 , 5 - 1 rimathoxyphenyl ) - , 
(5R,SaR.8aS,9S)- (9CI) (CA INDBX NAME) 



mi&jm Sim RgfrtfiHa^im 

Absolute atsraochaniiatry . Rotation <-). 



OMe 




RN 7481Sl*14-£ HCAPLUS 

CM FuroO' ,4' :6.7]napht:ho[2,3-d] -1.3-dioxol-6{5aH) -one, 9- (3- 

benzothlazolylamino) -S, 8, Ba, 9-tetrahydro-5- (3 , 4, S-trlmethoxyphenyl) -. 
{5R.SaR,8a8,9S} - (9CI} {CA INDEX NAME) 

Absolute •teraochamiatry. Rotation (-) . 



OMe 




RN 748151-17-9 HCAPLUS 

CN Furo [3 ' ,4 ' :6, 7]naphtho [2, 3-d] >1 , 3'dioxol-fi (5bH) -one, 9- [ (6-f luoro-2- 
benzothlazolyl) amino] -S, 8. 8a, 9-tatrahydro-S- (3, 4. 5-trimethoxyphenyl) 
(SR,SaR,BaS,9S)- (9CI) (CA INDEX NAME) 

Absolute stereochamiatry . 



mi&m Robert Havlin 

OMe 




HS 748151-19-1 HCAPLUS 

CN Furo [3' ,4' :6, 7]naphtho[2,3-d] -1, 3-dioxol-6 (SaH) -one, 9- ((l-chloro-C-methyl- 
a-pyrimidinyDamino] -5,8, Ba, 9-tetrahydro-5- (4-hydroxy-3,S-diiiiathoxyphenyl) - 
, (SR,$aR,8a5,9S) - (9CI) (CA INDEX NAME) 

Absolute stereochenistxy. Rotation {•). 




RH 748151-31-5 HCAPLUS 

CN Puro[3'.4' t6,7]napbtbot3,3-d] •l,3-dioxol-6{5aH)-ane. 9- [ [C-chloro-3- 

(Rercaptomethyl) -4-pyrimidinyl] amino] -5,8, Sa. 9-tetrahydro-5- <4-hydroxy-3, S- 
dimethoxyphenyl) (SR, SaR, BaS. 9S) - (9CI) (CA INDEX NAME) 

Abaoluta ateraeehemlstry. 



Hubert Havlin 





RBFBRENCB COUNT: 



THERE ARB 21 CITED RSFBRENCBS AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (6) 



CORMRATB SOURCE: 



COPYRXOHT 3007 ACS on STN 
3004:561483 HCAPLUS Full -text 
141:318308 

Anti-AIOS agenta. Part 61: Anti-HIV activity of new 
podophyllotoxin derivatives 

Zhu, Xiao-Kang; Ouan, Jian; Xiao, Zhiyan; Cosentino, 
L. Mark; Lee, Kuo-Rsiung 

Natural Products Laboratory, School of Pharmacy, 
Univeraity o£ North Carolina, Chapel Bill, NC, 
37S99-73C0, USA 

Bioorganio & Medicinal Chemistry (3004), 13(15), 

4367^4373 

CODBN: BMBCBP; ISSN: 0966-0S96 
Elsevier Ltd. 
Journal 
English 

CASREACT 141:318308 
podophyllotoxin derivs. containing structural modifications at C-4 (7- 
and the methylenedioxy A- ring (33-38) was synthesized and tested for 
inhibition of HIV replication. Four of these eompds. (3$-3B) were previously reported to 
show EC50 values of <0.001 (ig/mL and therapeutic index (TI) values >130. Three of the 
newly tested conpds. (8, 13, and 30) showed good activity with BCSO values of 0.013, 
cO.OOl, and 0.3B9 iiq/wL and TX values of 19.1, >1C, and 19.4, resp. A cooqparison of the 
anti-HZV activity of these derivs. suggested that an opened A-ring with d 7-dimethoxy 
substitution and a 4 ■ -demethylated E ring enhanced anti-HIV activity. 
IT . 242144-41-8P 

HL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study); PRBP (Preparation) 

(ayntheaia and structure activity relationahipa of anti-HIV activity of 
new podophyllotoxin derivs.) 
RN 343144-41-8 HCAPLUS 

CN Furo [3 • ,4 • : s, 7] naphtho [3, 3-d] -1 , 3-dioxel-C (SaH) -one, 9- (lB-benslmidasol-3- 

ylamino) -S, 8, 8a , 9-tetrahydro- 5- (4-hydroxy-3, 5-dimethoxyphenyl) - , 
{5R.SaR,eaS,9S) - (SCI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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ACCBS8I0H NUMBER I 
DOCUMENT NUMBER: 
TITLE:- 



PATBMT ASSIONBB(S) > 
SOURCE t 



3004:333694 HCAPLUS Full- text 
140:339133 

Preparation of podophyllotoxin derivatives aa 
anticancer compounda 

Shi, Qian; Hang, Kui-Kang; Oyama, Masayoahi; Vance, 
Jolui Robert; Chen, Ming S. 
Plantaceutica Inc., USA 
per Int. Appl., 53 pp. 
CODBNi PIXX03 



PUBLISHER: 
DOCUMENT TYPE: » 
LANGUAGE: 
OTBBR SOURCE (S) : 
AB A aeries of novel 
14), C-4' (16-17) 



LAMOUAGB: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



English 



KIND DATE 



APPLICATION NO. 



NO 3004033433 
HO 3004033433 
Ni AB, AO. 

CO, CR, 
OH. OM. 
LR, LS. 
OM, PO, 
TN. TR. 
RHi OH, OM, 
KO, KZ, 
FI, FR, 
BF, BJ, 
CA 3S01901 
AU 20033003BS 
US 20041382B8 
US 6903133 
BP 1C10790 

R: AT, BB, 
IE, SI, 
JP 3006S03079 
PRIORITY APPLM. INFO. 

OTHER SOURCE (8) > 



A3 

A3 

AL, AM. AT, 

CU. CZ, DB, 
HR, HU. ID, 
LT, LU. LV, 
PH. PL, PT, 
TT, TZ. UA, 
KB, LS, MH, 
MD. RU, TJ, 
GB, OR, HU, 
CF, CO, CI, 



DB, DK, 
LV, FI, 



30040433 

30040739 
, AU, AZ. BA, 
, OK, DM. DZ, 
, IL, IN. IS, 
HA, MD. MO, 
RO, RU. SC, 
UQ, US, U2, 
MZ, SD, SL, 
TM, AT, BE, 
IB. IT. LU, 
CM. OA, ON. 

20040432 

30040S04 

30040715 

20050607 

20060104 
ES. FR, OB. 
RO, MK, CY, 

300GD136 



HO 3003>U833S47 ■ 



8C, EE. 
JP. KB, 
MK. MN, 
SD, SS. 
VC, VN, 
SZ, TZ, 
BO, CH, 
MC, HL, 
OQ. OH, 
CA 3003- 
AU 2003- 
US 3003' 



BR, BY, 
EO, BS, 
KO. RP. 
MH, MX, 
SO, SK. 
YU. ZA, 
UO. ZM. 
CY, CZ, 
PT, RO, 
ML, MR. 
3501901 
3003 85 
68SB70 



EP 2003-800332 
OR, IT, LI, LU. 
AL, TR, BO, CZ, 
JP 3004-543785 
US 2003-417785P 
NO 3003-US33S47 



30031014 

BZ. CA, CH. CN, 
FI, OB, OD. 08, 
RR. KZ, LC. LK, 
MZ, NI. NO. NZ. 

SL, SY, TJ. TM. 
ZM, ZH 

ZH, AM, AZ, BY. 
DB, OK, BB. BS, 
BB. 81. SK. TR, 
NB. 8N, TO, TO 
30031014 
30031014 
30031014 

30031014 
NL. SB. MC. PT, 
BB. HU, SK 

30031014 
P 30031011 
N 30031014 



MARPAT 140:339133 



57 / 138 



Robert Havlin 



58/138 



Robert HavHn 





Podophyllocoxin derivs., such a* I (Rl, R3, R3, R7 - H, alkyl; R4. R6 « slkyl; R5 - H, 
f>{0}(0Ra)3; Ra - H. al)cyl; T - H: XT . :N: X <• bond. O, S. NRb; Rb - H, «lkyl; Y - S- 
nembered heteroazvl or heCerocyclyl , optionally substituted with one or more halogen, 
alkyl, cyclyl, aryl, heteroaryl, heCerocyclyl , etc.], were prepared for their therapeutic 
use as anticancer agents. Thus, podophyllotoxin derivative II was prepared via a 
nultiatep synthetic aequence starting from 4' -demethyl<4])-braem-4- desoxypodophyllotoxin 
(prepared from podophyllotoxin). 3-aiBinothiazole-4- acetic acid and 

(trinethylsilyDdiazomethane. II siwwed unexpectedly high levels of cellular protein- 
linked DNA breaks (PLDB) induction in KB cells when tested at SMg/nL. This invention also 
features a method for treating cancer. 

X37ae3~77~3P «8113S-0a~3P 681138-04-SP 

66ll3«.06-7P 681136-07.6? 691138-08-9? 

681138-07-0? 6«lI3a-lC-3P 681138- 3.3 - 6P 

68113e-14-?P 6ail38-15-8P 6ftll38-16-SP 

6S1138-17-0P 6eil30-10-lP C81138-19-3P 

GB1138-20-5P 001l3a-2i-6P 681130-33-7? 

68113S-23-fiP 681X39-34-9? C81138-2S-CP 

681138- 28-3? 68113B-3S-4P 6SH38-30-7P 

681139- 31.-8? 681138-32-9P 6S1138-33-CP 
681138>34-1P 661138-35-2? «ail3e-3£-3P 
681138-37-4? 681138-39-6? 6eil38"40-9P 
6B113e-41-0P 6813.3B-43-1P tail38-43-3P 
681138-44-3? 68113a-45-4P 681138-4fi-5P 
681138-47-6P 

RL: PAC {Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); ?RBP (Preparation); USBS 



(Usi 



i) 



(preparation ot podophyllotoxin derive, as anticancer compda.) 
RN 137883-77-3 HCAPLUS 

CH Furo[3< .4 • : 6. 7] naphtho (3, 3-d) -1, 3-dioxol-6 (5aH) -one, S, 8, 8a, 9-tetrahydro-$- 
(4-hydroxy-^, S-dimethoxyphenyl) -9- (3-qulnolinylamino) -. (SR, SaR.SaS, 98) - 
(9CI) (CA IHDBX NAME) 

Absolute stereocheaiatry. Rotation (-). 



RN 681138-03-3 HCAPLUS 

CN L-Tryptoph«n, N- I [3- [ [ (SS, 5aS,8aR.9R) -S , Sa, 6 , 8 , 8a. 9-hexahydro-9- (4-hydroacy- 
3, 5-dimethoxyphenyl) - 8-oxofuro{3 ' ,4 ' : 6, 7] naphtho(3, 3-dl -1, 3-dioxol-S- 
yl] amino] -4 -thiazolyl] acetyl] -, ethyl eater (9CI) (CA IHDBX tlAMB) 

Absolute stereochemistry. 




tax 681138-04-! 

CH L-?henylalanine, N- ( (6- (( (SS, SaS.SaR, 9R) -S. 5a, 6,8,8a, 9-hexahydro-9- (4- 

hydroxy-3 , S-dinethoxyphenyl) - 8-oxof uro [3 • . 4 ' ! 6. 7] naphtho {3, 3-d} -1, 3-dioxol- 
5-yl]amiuo]-3-pyridinyl]carbonyl]-. ethyl ester {9CX) (CA IHDBX NAMB) 

Absolute stereochemistry. 



Robert Havlin 




RH 681138-06-7 HCAPLUS 

CN 4-Thiazoleacetamide, 3- { [ (SS, SaS, 8aR, 9R) -5, 5a, 6, 8, 8a, 9-hexahydxo-9- (4- 

hydroxy-3,5-dimethoxyphenyl}- 8-oxof uro [3' ,4' : 6 , 7] naphtho [3 , 3-d] -1,3-dioxol- 
S-yl]anino] -H- [3- (4-morpholinyl)propyl}- (SCI) (CA INDBX NAMB) 

Absolute stereochemistry. 





RH C81138-08-9 

CH 4-Thiazoleacetanide, N- [ [ (l,l-dimathylethyl}diphenyiBllyl]oxy} -a- 
[ ((5S,5aS.8aR,9R) -5, 5a, C, 8. 6a, 9-haxahydro-9- (4-hydroxy-3, 5- 
dimethoxyphenyl) -8-oxofurot3' .4' i 6, 7] naphtho (a, 3-d] -1, 3-dioxol-S-yl] amino] - 
(9CI) (CA INDBX NAMB) 

Absolute Stereochemistry. 



Ph Ph 




681138-07-8 HCAPLUS 
Benzeneacetic acid, a- [ [ [3- [ [ (53, SaS, 8aR, 9R) - 5 , 5a , 6 , 8 , 8a, 9-hexahydro- 



9- (4-hydroxy-3. 5-dlmethoxyphenyl) -B-oxoCuro [3 ' 
dioxol-s-yl] amino] -4-thiaxolyl] acetyl)amino] • 
(9CI) (CA ZHD8X NAMB) 

Absolute stereochemistry. 



6, 7] naphtho (3. 3-d] -1.3- 
etbyl ester, (aS) - 



RN 681138-09-0 HCAPLUS 

CN 4-Thiazoleacetamide. 3- I ( (SS.SaS, 8aR. 9R) -5. Sa,6, 8.8b, 9-hexabydro-9- (4- 

hydroi^-3,S-dimethoxyphanyl) -8-oxofuro[3' ,4* : 6, 7] naphtho t3, 3-d) -1,3-dioxol- 
5-yl] amino) -N-hydroxy- (9CI) (CA INDEX NAMB) 

Absolute stereochemistry. 




io/ji76Joi : 6W138 RgfrtrtHavl'n 



RN 6S1138-10-3 HCAPLUS 

CM 4-ThiB2ole«cetic acid. 2- [ { (SS, 5aS, BaR. 9R) - 5, Sa . 6 , 8 , 8a, 9- hexahydro- 9- (4 - 

hydroxy-3, 5-dimethoxyphenyl) - 8-oxofuro [3 ' ,4' : 6, 7] naphtho [2, 3-dJ -1,3-dioxol- 
S-yl] anino] - , nethyl eat«r (9CI) (CA INDEX NAKB) 

Absolute atereochemiatry. 



OH 




RN 6B1138-13-6 HCAPLUS 

CN 3>Pyrldinecarboxyllc acid. 6- ( [ (5S, 5aS, aaR, 9R) -S, 5a, 6 , 6. Ba, 9-hexahydro-»- 
(4-hydroxy-3 , 5-diroethoxyphenyl} -B-oxofuro[3 ' ,4' :6,7]napbtho [3, 3-d] -1,3- 
dioxol -S-yl] amino} -, ethyl eater OCX) (CA INDEX HAMS) 

Abaolute atereochemiatry. 




RN 68113S-14-7 HCAPLUS 

CN Furo[3* ,4* >S,7lnaphtho[a.3-d] -l,3-dloxol-fi(5aK)-one, S, a, aa,»-tetrahydra-5- 
(«-bydroxy•^, 5-dlmethoxyphenyl) '9-1 (3-nethyl-S-iBothiazolyl)aiBinol - , 
(5R,S«R,8«S,9S)- (SCI) (CA XNDSX NAHB) 

Abaolute atereochenietry . 



10/576^01 63/138 , Robert Havlin 



OH 




OLUS : RohwrtHavHn 



OH 




RN 681138 -15- 8 HCAPLUS 

CN 5-Thiazolecarboxylio acid. 2- ( [ (58, SaS, 8aR, 9R) -5,5a,<, 8 , 8a, »-hexahydro-9- 
(4-hydroxy-3,5-dlnethoxyphenyl} -8-oxoCura[3' ,4' :6,7]naphtho[2,3-d] -1,3- 
dloxol-S-yl)aiaino)-4-inathyl-. ethyl ester (9CZ) (CA INDEX NAME) 

Abaolute stereochemistry. 



OH 




RN C81138-1C-9 HCAPLUS 

CN Puro(3' ,4* i6,7]naphtho[3,3-d] -1, 3-dioxol-6 (5aH) -one, 5, 8, Ba,9-tetrahydro-5- 
( 4 - hydroxy- 3,5- dimethoxyphenyl } - 9 - [ (S-nit ro-3 - thtazelyl ) aninol - , 
(5R, 5aR,8aS,9S) - (9CI) (CA IHDBX HMI8) 

Abaolute atereochemistry . 



mmm mm Robert H«v»q 



OH 




RN 681138-17-0 HCAPLUS 

CN Furo [3 • , 4 • : 6 , 7) naphtho (3 > 3 - d) - 1 , 3 -dioxol - 6 ( SaH) -one , S , 8 , 8a , 9 - tet rahydro- 5 - 
(4-hydroxy-3, 5-dimathoxypbenyl) -9- [ (S-nitro-2-pyridlnyl) amino] - . 
{5R,5aR,aaS.9S) - (9CI) (CA INDEX lOHB) 

Abaolute stereocbeaistry. 




RN 68H3B-19-2 HCAPLUS 

CN Furo [3' ,4* s6, 7] naphtho (2, 3-d] -1, 3-dioxol-6 (SaH) -one, 9- [ {5-ethyl-l, 3 , 4- 
thiadiazol-3-yl)amino] -5, 8, 8a,9-tetrahydro-S- (4-bydroxy-3 , S- 
diMetbOXyphenyl) - , (5R, SaR.SaS, 9S) - (9CI) (CA INDEX MM4B) 

Absolute steraoehemiat ry . 



OH 




RN 681138-ie-l HCAPLUS 

CN Puro[3'.4' : 6, 7j naphtho (2 , 3-d] -1, 3 -dioxol -6 (SaH) -one. 5, 8, 8a, 9-tetrahydro-S- 
(4-hydrexy•3, S-ditnethoxyphenyl) -9- ( [S- (methylthio) -l,3.4•thiadiasol-3- 
yl]anlino]-. (5R,SaR,BaS,9S}- {9CI) (CA XNDSX NAME) 

Absolute stereochenistry. 



RN e81138-30-S HCAPLUS 

CN \ FuroE3*,4' :6,7]napbtho(3,3-d] -l,3-dioxol-6(5aH) -one, S, 8, 8a, 9-tetrahydro-5- 
(4 - hydroxy- 3.5- dimethoxyphenyl ) - 9 - ( IS - (methylthio ) - IH - 1 , 3 , 4 - triazol - 3 - 
yllemine]-, (5R,5aR,8aS,98)- (9CI) (CA INDEX NAME) 

Absolute etereoohemiatry. 



OH 




Robert Havlin 



681139-31-6 HCAPLUS 

FuroO' ,4' ;6,7]n«phthol3,3-dJ -l,3-dioxol-6 (5aH) -one, 9- [{3, 5-dibroiBO-3- 
pyrldinyl) amino] -5, 8, aa, »-cetrahydro-S- (4-hydroxy-3 , S-dimathoxyphenyl) - 
{5R,5aR.8aS,9S)- (SCI) (CA INDEX NAME) 



Abaolute atereochemiatry . 





RN 681136-34-9 HCAPLUS 

CN lH-Pyrazole-4-carboxylic acid. 3- [ [ (SS, 5aS, 8aR, 9R} - S , 5a, 6, 8, aa, »-lMXahydro- 
9 - ( 4 - hydroxy- 3,5- dimethoxypheny 1 ) - 8 -oxo furo{3'.4':6.7lnaphtho(3.J-d]-l,3- 
dioxol-S-yl] amino]-, ethyl eater (9CI} (CA INDEX NAME) 

Abaolute ateraoehoniatxy . 



RN 6S1138-33-7 HCAPLUS 

CH ?uro{3* ,4* :€, 7}naphtho[3,3-d) -1 , 3-dioxol-6 (SaH) -one, 5, 8, 8a,9-t■trahydro-S- 
(4-hydroxy-^, 5-dimethoxyphenyl) -9- (lH-tetra20l-S-ylaaino)>, 
(5R,5aR,SaS,9S}- (9CI} (CA INDEX NAME) 

Absolute ataraocbaniatry. 





RN 681130-35-0 

CH lH-Pyraxole-4-carboxylic acid. 5- [ ( (5S, SaS, aaR, 9R) -5, 5a, 6, 8, aa. S-haxahydro- 
9 < ( 4 - hydroxy- 3,5- dima thoxyphanyl )-8-axofuro(3',4'i6.7} naphtho [a,3>d]>l,3- 
dioxol-5-yl] amino] -l-methyl-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereocbenistry. 



RN 681138-33-8 HCAPLUS 

CN Puro [3 • . 4 • $ 6 , 71 naphtho [ 3 , 3 - d] - 1 . 3 -dloxol - 6 ( SaH) -one , 5 , 8 , Sa , 9 - tet rahydro- 5- 

(4-bydroxy-3, S-dlmethoxyphenyl) -9- [ (l-nathyl-lH-benzinldazol-S-yl) amino] - , 
(5R,5BR,8aS,99) - (9CI) (CA INDEX NAME) 

Absolute stereochemiaCry. 



67/138 



Robert Havlin 10/576.201 




<»/138 



Robert Havlin 




RN 68113 8-28-3 HCAPLUS 

CN Puro (3 ■ , 4 * 1 6 , 71 naphtho (3 , 3 - d] - 1 , 3 - dioxol - « ( SaH) -one . 5 , 8 , 8a , 9 - tetrahydro- S- 
(4-hydroxy-3. 5-dimethoxyphenyl) -9- (lH-l,3,4-triazol-3-ylanlno) -, 
{5R,5aR,8aS,98)- <9CI} (CA INDEX NAME) 

Abaoluta staraochaniatry. 




RH 681138-30-7 HCAPLUS 

CN Puro(3' .4 ' 1 6, 7] naphtho (3. 3-d] -1,3 -dioxol- 6 (SaH) -one, S,8, ea, 9 -tetrahydro- S- 
(4-hydroxy-3, S-dimethoxyphenyl) -9- ( (4- (3-hydroxyethyl) -a-thiazolyl] amino] - 
, (SR,SaR,8aS,9S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




68113 8-39-4 HCAPLUS 

Puro [3* ,4' :6,7]nBphtho[3,3-d) -l,3-dioxol-6 (SaH) -one, 5, 6 , fla, 9-tetrahydro-5- 
(4•hydroxy•3, 5-dimethoxyphenyl) -9- I (3-methyl-5-isoxazolyl)amino] -, 
(5R,SaR,8aS,9S) - (9CI) (CA INDEX NAME) 



RN 6B1138-31-S HCAPLUS 

CN Puro[3' ,4' :6, 7] naphtho [2 , 3- d] - 1 , 3 -dioxol-6 (SaH) -one. 5, 8, 8a, 9-tetrahydro-S- 
(4 -hydroxy-3 , S->dimethoxyphenyl} -9- [ (6-methyl-3-ben2othiazoIyl) amino] -, 
(SR,5aR,8aS,9S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Absolute atereocheniatry . 




RH 6S1138-33-9 HCAPLUS 

CM Furo[3',4' : 6, 7) naphtho [2 . 3-d] - 1 , 3 -dioxol-fi (5«H) -on«, 5, 6, Ba.S-ttttrahydro-S- 
If-hydroxy'a. S-dli»ethoxyphenyl) -9- ( (S-nitro-1, S-benzlsothiazol'S'yl) amino] - 
, (5R,S«R,SrS,98) - (9CI) (CA INDEX NAME) 

Abaolute •tereochemistry. 



OH 




RH €81138-33-0 HCAPLUS 

CM Puro[3',4' :C.7]naphtho[3,3-d] -l,3-dloxol-6(5aH) -one. 9- (dlethylamino) - 
3-pyridlnyl]«nlno] -5,8, 8«, 9-tetrahydro-S- (4-hydroxy-3 , S-dimethoxyphmyl) - , 
(5R,S«R,8aS,9S)<- (901) iCK INDEX MANE) 

Absolute •teraochomiBtxy. 



OH 



Bt2l 




OH 




RM 681138-35-3 HCAPLUS 

CM 3-Pyridin«scarbox«m±de, N- (2 -chloro-4,-pyridinyl ) - [ [ (5S, 5aS,8aR,9R)- 
5, Sa,6, 8, 8a, 9-hexahydro-9- (4-hydroxy- 3 , S-dlmathoxyphenyl) -a - 
OXofuro(3 ■ ,4' i6.7]naphtho(3,3-d] -1.3'>dioxol-S-y].)amino] • (9CI) (CA INDEX 
NAME) 

Abaolute •teFeochemiatry . 
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RH 681138-34-1 HCAPLUS 

CM Puro[3',4< :6, 7)naphtho(3. 3-d] - 1 , 3 -dioxol-« (S«H> -ona, 5, 8, 8a, 9-tatrahydro-S- 
(4-hydroxy-3 , 5-dioeChoxyphenyl) -9- [ [S- (trifluoroaethyl) -1.3, 4-thiBdiazol-3- 
yl] amino]-. (SR. SaR, 8aS, 9S) (9CI) (CA INDEX NAME) 

Absolute atereochemiatry. 



RN 681138-36-3 HCAPLUS 



71/138 



FuroE3'.4' :6, 7]naphtbo(a,3-d] -1 , 3-dioxol-G (SaH) -one, 9- (2,1. 3- 
bensothiadiazol-4-ylamino) -5, 8, 8a,9-tatrahydro-5- (4 -hydroxy- 3,5- 
dlmethoxyphenyl)-, (5R, SaR, 8aS, 9S) - (9CI) (CA XHOSX NAME) 



Robert Havlin 10/576J01 



Robert Havlin 



Absolute stereochemistry. 




RM 68113 8-37-4 HCAPLUS 

CM Furo(3' ,4' :6. 7] naphtho [3 , 3-d) - 1 . 3 -dioxol- 6 ( SaH) -one, 9- [ (S-chloro-a- 
bensoxazolyl) amino} -5.8, 8a, 9-tetrahydro-S- (4-hydroxy-3, S-dimethoxyphenyl) - 
, (SR,5aR,8a9,9S) • (9CI) (CA INDEX NAME) 

Abaolute atereeehemistry . 





RN 681138-40-9 HCAPLUS 

CN Acetamide, 3-cbloro-N- (4- [ [ (53, 5aS, SaR, 9R) -S. 5a, 6.8.8a. 9-henbydro-9- (4- 

hydroxy-3,S-dinathoxyphanyl)-8-oxo£uro{3",4* ;6,7]naphthota.3-d] -1.3-diaxol- 
5-yl]amino]>3>methyl-$-isothiasolyl]- (9CI} (CA INDEX KAHB) 

Abaolute atereochemiatry. 




681138-39-6 HCAPLUS 

Puro(3' ,4 ' :6,7/naphthot2,3-d} -1 , 3 -dioxol - 6 ( 5aH) -one, 9- [ (2, 3-dihydro-3- 
thioxo-6-benzothiazolyl}amino] -5. 8, 8a, 9-tetrahydro-5- (4 -hydroxy- 3, S- 
dimethoxyphenyl)-, (5R, SaR, SaS, 9S) - {9CI) {CA INDEX NAME) 



RN 681138-41-0 HCAPLUS 

CM ruro[3' ,4* :6,7]nBphtho(a, 3-d] -l,3-dioxol-6 (SaK) -one, S, 8. 8a , 9-tetrahydro- 5- 
(4-hydroxy- 3, S-dimethoxyphenyl) -9- [ [4- (hydroxymethyl) -3-thiazolyl] amino] • , 
(5R,5aR,8aS.9S)- (9CI) (CA INDEX NAME] 

Abaolute stereochemistry. 



Absolute stereochemistry. 
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Robert Havlin 




RN 681136-42-1 HCAPLUS 

CN PuroO'.4' :6«7]napbtho[2.3<d] -l,3-dioxol-6(5aH) -one. S- (3 , S-diinethoxy-4- 

(phoaphoaooxy) phenyl] -5,8, 6*. »-tebrahydro-9- [ [4- [2- (phoaphonooxy) ethyl] -3- 
thiasolyl] Bmlno] - . (SR, SaR. SaS, 98) - (9CI) (CA INDBX NM<B) 

Abaoluta ■taraochemlatry. 




tax C81138-43-3 BCAPIAIS 

CN Furo[3',4' :6,7]naphtho[3,3-d]-1.3-dioxoI-6(SaH)-ona. 5. 8, 8a. 9-tetrahydro-S- 
(4-hydroxy-3, S-dimethoxyphenyl) -9- (lH-indol>5-ylaBiDO) (5R,$aR, 8a9, 93) - 
(9CI) (CA INDBX NAN8) 

Absolute ttereocheiaiatry. 




S8113B-44-3 HCAPLUS 

PurotS' ,4 ' :6, 7]naphtho[3,3-d] -1, 3-dioxol-6(SaH) -one. 5. 8, Ba,9-tetrahydro-S- 
(4-hydroxy-3, 5-dimethoxyphenyl) -9- [ (l~methyl-3-phenyl-lH-pyrazol-S- 
yDamino]-, (5R, SaR, BaS. 98) • {9CI) (CA INDBX NAMB) 



Abaolute atereochoiaistry . 




RN 681138-4S-4 HCAPLUS 

C« Furo(3' ,4' :6. 7] naphtho (3 , 3-d] -1, 3-dioxol-6 (SftH) -one, 5, 8, 8a, 9-tetrabydro-5- 
(4-hydroxy-3 , 5-dim«thoxyphenyl) -9- { (4- (4-methoxyphenyl) -a-thiasolyl] anino] - 
, (SR,SaR,8aS,9S) -. (9CI) (CA INDBX NAME) 

Absolute atareochamiatry. 




RN 681138-46-5 HCAPLUS 

CN Furo{3' ,4* :6, 7) naphtho (3 , 3 -d] -1, 3-dioxol-6 (5aH) •ona. 5, 8. 6a. 9-tetrahydro•5- 
( 4 - hydroxy- 3,5- d iinet hoxypheny 1) - 9 - [ (3 -neChyl -1,3, 4 -oxadiacol - S -yl ) amino] - , 
(SR.5aR,aaS,9S) - (9CI) (CA INDBX NAMB) 

Abaolute atereoehemlatry. 




1PW.201 




RN C81138-47-6 HCAPLUS 

CN ruro[3* ,4* :6,7]nBphtho[3.3-d] -1.3-dioxol-6(SaH) -one, 9-([6- 

[ (difluonmefchyl) thiol -2->banzothlazolyl] amino] -5.8, aa,9-tetrahydro-S- (4- 
hydroxy-3,S-dimathoxyphanyl}-, (SR. SaR, 8a8, 98) - (9CZ) (CA INDBX NAMB) 

Abaolute atereoebemiatxy. 




RN 681138-03-4 HCAPLUS 

CN L>»henylalanine. N- { [3- ( [ (58, Sa8. SaR, »R) ^S, 5a, 6. 8, 6a, 9-haxahydro-9- (4- 

hydroxy-3,5-dimethoxyphenyl)-6-oxoCuro[3* ,4* :6,7]naphtho{2,3-d] -l,3<dioxol- 
S-yl] amino] -4 -thiasolyl] acetyl]-, methyl aatar {9CI) (CA INDBX NAMB) 

Abaolute atereoehemlatry. 




fiU1138-01-2 68113B-03-4 68113a-0!i-6 

681138-13^5 

RL: PAC (Pharmacological activity); THU (Therapeutic uaa) ; BIOL 
(Biological atudy) ; USB 9 (Uaea) 

(preparation of podophyllocoxin derive, aa anticancer conpda.) 
681138-01-3 HCAPLUS 

L-Tryptophan . N- ( {3 - [ [ ( SS. 5aS , SaR, 9R) - 5 , Sa. 6 , 8 , fia , 9 - hexahydro- 9 - ( 4 - hydroxy- 
3, 5-dimethoxyphenyl) -8-oxofuro (3' ,4' : 6, 7] naphtho [3, 3-d] -1,3-dioxol-S- 
yl] amino] -4- thiazolyl] acetyl] -. methyl eater (9CI) (CA INDBX NAMB) 



RN 661138-05-6 HCAPLUS 

CN Glycine, N- ( (3- (( (5S. SaS, BaR. 9R) -S, 5a, 6, 8, 8a, 9 -hexahydro- 9- (4-hydroxy-3 . 5- 
d imec hoxypheny 1 } - 8 - oxo Cu ro (3'.4':6,7]naphtho[3,3-d]-l,3-dioxol-5-yl]amino]- 
4 -thiasolyl] acetyl] -, Mthyl eater (9CI) (CA INDBX NAMB) 

Abaolute atereoehemlatry. 



Abaolute atereoehemlatry. 



mmm mm T^pfr^rtHavi'n 



OH 




RH 681136-12-5 HCAPLUS 

CM 4-Thlazoleacetic acid, 3- [ [ (5S. SaS, 8aR, 9R} -5, 5a,6,6. 8a, 9-hexfthydro-9- (4- 

hydroxy-3,5-diffl«thoxyplianyl) -8-oxofuro[3* .4' !6, 7]naplitho[a, 3-d] -l.S'dioxol- 
5 -yl] amino]-, ethyl eater (9CI) (CA ZNDBX NAME) 

Absolute atareocheiaiatry. 




10226^01 78/138 Robert Havlln 

detection of DMA fragmentation in agarose gel electrophoresis. 0P7 induced apoptotie DHA 
fragmentation of HL-fiO and Jurkat cells in time- and dose-dependent manner. We further 
inveotigated the activity of caspaee-3 in GP7 - induced apoptotie DMA fragmentation of ML-60 
and Jur)tat cells. OP7 also induced time- and dose-dependent caspase-3 activation in both 
cell lines, and the kinetics of caspase-S activation induced by aP7 was well correlated 
with that oC apoptotie DHA fragmentation. To determine the role of caepaae-3 in 0P7- 
induced apoptotie DMA fragmentation, we examined the effect of epecific caspaae-3 
inhibitor, Ac-DBVD-CHO, on 0P7- induced apoptotie ONA fragmentation. AC'DEVD-CHO prevented 
OP7- induced caspaae*3 activation in both RL-fiO and Jurkat cells, however, it only 
inhibited 0P7-induced apoptotie internucleosomal DNA fragmentation in HL-60 cells. We then 
employed L-camitine to investigate the role of caspase-S in GP7-induced apoptotie DNA 
fragmentation. L-carnitine treatment prevented aP7-induced caspaBe-3 activation in both 
call lines in a dose -dependent manner. Similar to Ac-DEVD-CHO, L-carnitine only Inhibited 
aP7-induced apoptotie internucleosomal DNA fragmentation in HL-60 cells. These findings 
suggest that 0P7 exerts an anti-leukemic effect by both caspase-a -dependent and - 
independent apoptotie signaling pathways. 

IT 135670-69-1, OP7 

RL: DMA {Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use); BIOL (Biological study); USES (Uses) 

(0P7- induced apoptotie DNA fragmentation of human leukemia cells 
through caspase- 3 -dependent and -independent pathways) 

RN 12S670-69-1 HCAPLUS 

CN 1-Piperidinyloxy, 4- [ [ (5S, 5aS, 8aR, 9R) -5, 5a, 6, 8. 8a, 9-hexBhydro-9- (4-hydroxy- 
3, 5-diraethoxyphenyl) -8-oxofuro[3 ' ,4 ' :6, 7) naphthoE3, 3-d] -1, 3-dioxol-5> 
yl] amino] -2,3,6, £-tetramethyl- (CA INDEX NAME) 

Absolute stereochemistry. 




HCAPLUS COPYRIOBT 3007 ACS on STN 
3004 1 73704 HCAPLUS Full -text 
141:17035 

0P7 can Induce apoptotie DNA fragmentation of human 
leukemia cells through caspase- 3 -dependent and 
-independent pathways 

Qi. She-Ning; Yoshida, Akira; Wang, Zi-Ren; Ueda, 
Takanori 

School of Life Science. Lanxbou University, Lanxhou, 
730000, Peop.' Rep. China 

International Journal of Molecular Medicine (3D04), 
13(1), 163-167 

CODEX: IJMMPO; ISSN: 1107-3756 
International Journal of Molecular Medicine 
Journal 
English 

',3' ',6' ',6* ' -tetramethyl-1' ' -piperidinyloxy) amino] -4' - demethyl 

a new spin-labeled derivative of podophyllotoxin, is a promising 
anticancer drug of podophyllotoxin class. The prinary effect of 0P7 Is the anticancer 
activity on transplanted mouse tumors and cultured tumor cells. However, its mol. 
mechanism of aetion is still obscure. In this study, we investigated the activity of OP7 
to induce apoptosis in human leukemia HL-60 and Jurkat calls. Apoptosls was determined by 
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2003:12453 HCAPLUS Full -text 
139:185779 

Micellar eleotrolcinetlc capillary chromatographic 
separation of dlaatereoisomers of podophyllum lignans 
at the C4 position 

Liu> Shuhui; Tian, Xuan; Chen, Xingguo; Hu, Zhide 
Department of Chemistry, Lanzhou University, Lanzhou, 
730000, Peop. Rep. China 

Chromatographia (2002). 56(11/12), 687-691 
CODEN: CHRQB7; ISSN: 0009-5093 

Friedrich Vieweg b Sohn Verlagsgesellschaf C mbH 

Journal 

English 



79/138 



Robert Havlln 



Seven pairs of diastereoisomers of podophyllum lignans at the C4 position, including three 
pairs of spin-labeled compda., have been separated within 20 min by MEKC with 20 mM sodium 
tetraborate-30 mM SDS-10% (volume/ volume) 3-propanol (pH 9.5-9.7) as running buffer. The 
migration behavior of the compds. was ei^lained satisfactorily on the basis of on their 
polarity and geometry. The method can be used to identify the purity of the lignans, and 
to determine the C4-R configurations of the spin- labeled derive. 

S79495-96-B S79495-97-9 

RL: ANT (Analyte) ; ANST (Analytical study) 

(micellar electrokinetic capillary chromatog. separation of diaatereoisomers 

of podophyllum lignans at the C4 position) 
579495-96-8 HCAPLUS 

1- Piperidinyloxy, 4- ( ( (53, SaS,8aR, 9R) -»- (3, 5-dimathoxyphenyl) - 

5, 5a, 6 , 8, 8a. 9-hexahydro-8-oxofuro [3 ' , 4 ' : 6, 7] naphtho I3 , 3-d] -1, 3 -dioxol-S- 

yl)amino]-3.3,6,6-tetramethyl- (9CI} (CA INDEX NAME) 



10/S76J01 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



3003:306357 
137:56983 



80/138 



HCAPLUS Full -text 



Robert HavHn 



Absolute stereochemistry. 



PUBLISHER: 
DOCUMENT TYPE 
LANOUAOE 




RN 579495-97-9 HCAPLUS 

CN 1 -Piperidinyloxy, 4- [ [ (SR,5aS, 8aR,9R) -9- (3, 5-dinethoxyphenyl) - 

5,Sa,6,B,8a,9-hexahydro-8-oxofuro(3',4' : 6, 7] naphtho (3, 3-d] -1, 3-dioxol-S- 
yl] amino] -3,3,6, 6-tetramethyl- {9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Antitumor Agents. 3 13. Modeling of Epipodophyllotoxin 
Derivatives Using Variable Selection k Nearest 
Neighbor QSMl Method 

Xiao, Zhiyan; Xiao, Yun-De; Feng, Jun; Oolbraikh, 
Alexander; Tropsha. Alexander; Lee, Kuo-Hsiung 
Natural Products Laboratory Division of Medicinal 
Chemistry and Natural Products School of Pharmacy, 
University of North Carolina at Chapel Hill, Chapel 
Hill, HC, 37599, USA 

Journal of Medicinal Chemistry (3003), 45 (ii), 

3394-3309 

CODEN: JMCMAR; ISSN: 0033-3633 
American Chemical Society 
Journal 
English 

AB Ma have applied a variable selection k nearest neighbor quant, structure- activity 
relationship (kNN QSAR) method to develop predictive QSAR models for 157 
epipodophyllotoxins synthesized previously in our ongoing effort to develop potential 
anticancer agents. QSAR models were generated using multiple topol. descriptors of 
chemical structures, including bk>1. connectivity indexes' (NCI) and mol. operating 
environment descriptors. The 157 compds. were eeparated into several training and test 
sets. The robustness of QSAR models was characterized by the values of the internal leave 
one out cross -validated R2 (q2) for the training set and external predictive R2 for the 
test set. The significance of the training set models was confirmed by statistically 
higher values of q2 for the original data set as compared to q2 values for the same data 
set with randomly shuffled activities. KNN QSAR models were compared with those obtained 
with the comparative mol. field anal, method; the kNN QSAR approach afforded models with 
higher values of both q3 and predictive R3. One of the best models obtained from kNN anal, 
using MCI as descriptors provided q3 and predictive R3 values of 0.60 and 0.63, reap. QSAR 
models developed in these studies shall aid in future design of novel potent 
epipodophyllotoxin derive . 

IT 127883-68-2 127882-63-3 127882-75-1 
127882-76-2 127082-77-3 147199-62-0 
152833-13-1 1S2833-17-5 152886-04-9 
155157-47-4 343144-41-8 

RL: PAC (Pharmacological activity); PRP (Properties); THU (Therapeutic 
use); BIOL (Biological study); USES (Uses) 

(use of variable selection k nearest neighbor quant, structure -activity 
relationship method to develop predictive QSAR models for 
epipodophyllotoxins derive, as potential anticancer agents) 
RN 137883- 6S -3 HCAPLUS 

CN Furo [3 • , 4 ' : 6 , 7] naphtho [3 , 3 - d] - 1 , 3 -dioxol- 6 ( SaH) -one , 9- (1 , 3 -bensodioxol- S - 
ylamino) -5, 8, 8a, 9-tetrahydro-5- (4-hydroxy-3 , 5-dimethoxypbenyl) - , 
(5R,5aR,aaS,99)- (9CI) (CA INDEX NAME) 

Absolute stereoehemistry. 



RBFERSHCB COUNT: 



THERE ARB 32 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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137883-690 HCAPLUS 

Purol3' .4' :S.7jnaphtho[3-3-d] • l , 3 -dioxol-e (5«H) -one, 9- [ (2. 3-dihydro-l. *- 
b«nzodioxin-6-yl) amino] -5, a , 6a, 9-t«trahydro-S- (4-hydroxy-3. s- 
dimsthoxyphanyl) - , (SR.SaR, BaS. 98) - (9CI} (CA INDEX NAME} 



Abaoluta •tareoehsmiatry . 





UN 137883-77-3 HCAPLUS 

CN Purot3' ,4- :€,7]naphtho[2,3-d]-1.3-dio)«»l-«(SaH)-one, $. S, 8a, 9-teCrahydro-5- 
(4-hydroxy-3 , 5-dim«thoxyphenyl) -9- O-quinolinylanino) (5R, SaR, BaS, 9S) - 
(9CI} (CA INDEX NAME) 

Abaoluta staraochamiatry . Rotation (-). 



RN 137882-75-1 HCAPLUS 

CN Furo(3' ,4' :6.7)naphtho[3,3-d]-l,3-dioxol-6(5aH)-one, 5, S, 6■,9-tetrabydro-S- 
(4-hydroxy-^, 5-dim«ehoxyph«nyl) -9- <3-pyrldinylaniino) - , (SR.saR.saS, 9S) - 
(901) (CA INDEX NAME) 

Absolute atareoehemiatry. Rotation (-}. 





RN 147199-Ca-O 

CN Puro[3'.4* :8,7]naphtho[3,3-d] -l,3-dloxol-C(5aH) -one. 9- [ (3, 3-diliydro-l,4- 
benzodioxin - 6 -y 1) amine] -S-(3,4-di hydroxy- 5 -methoxyphenyl )-5,8,8a,9- 
tetrahydro-, (5R, SaR. BaS, 98) - (9CI) (CA INDEX NAMB) 

Abaolute stereochemiatry . Rotation (-}. 



RN 137883-76-3 HCAPLUS 

CN Puro (3 • , 4 * : fi , 7] naphtho {3 , 3 - d] - 1 , 3 -dioxol - 6 ( SaH) -ona . S « 8 , 6a , 9 - tetrahydro- S - 
(4-hydroxy-3. 5-dimathoxyph«nyl) -9- O-pyridinylamine) - , (SR. SaR.SaS, 9S) - 

(9CI} (CA INDEX NAMB) 

Abaolute aCareochemistry . Rotation (-) . 





RN 1S3S33-13-1 HCAPLUS 

CN Furo[3' .4' :6,7]napbtho(3.3-d] -1,3-dioxol-C (SaH) -one, 5« 8, 6a, 9•tetrahydro-S- 
(4-hydroxy-3. S-dimathoxyphanyl) -9- E [1- (phenylnmthyl) -4-piparidinyl} amino] - 
, (5R,SeR,8aS,9S) - (9CI} (CA XHDBX NAMB) 

Abaolute atcreocbemistry . 



RN 153866-04-9 HCAPLUS 

CN VureO' ,4' > C, 71 naphtho [3. 3-d] -1, 3rdioxol-« (SaH) -ona, 5, 8, Ba, 9-tetrahydro-S- 
(4-hydroxy-3, 5-dl»ethoxyphenyl) -9- [ (i- (phenylnethyl ] -4-piperidinyl] amino] - 
, dlhydroohloride. (SR. SaR, 8aS,9S) • (9CI) (CA XNDBX NAME) 

Abaolute atereochemiatry. 




Ph^: 




RN 152833-17-5 HCAPLUS 

CN 1-Piperidinecarboxylic acid, 4- [ [ (5S. SaS, 8aR,9R) -5, Sa.6,8, 8a. 9-hexahydro-9- 
(4-hydroxy-3.S-dimethexyphenyl) -8-oxofuro[3' .4< :C.7]naphthQ (3,3-d) -l. 3- 
dioxol-S-yll amino] ethyl eater (9CI) (CA INDBX NAME) 

Abaolute atereochemiatry. 



RN 1SS157-47-4 HCAPLUS 

CN 1- Piper idinecarboxy lie acid, 4- ( ( (SS, SaS. 8aR, 9R) - S, 5a, G , B , 8a, 9-hexahydro-9- 
(4-hydroxy-3,$-ditnethoxyphenyl) -8-oxofurio[3' ,4< :6 , 7)naphtho (3 ,3-d] -1.3- 
dioxol-5-yl] amino]-, ethyl eater, dlhydroohloride (9CI) (CA INDBX NAME) 

Abaolute atereochemiatry. 
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RN 343144-41-8 HCAPLUS 

CN Puro{3' ,4 ' :6, 7] naphtho [2 , 3-d] - 1 , 3 -dioxol-S < SaH) -one, 9- {lH-benzinidazol-3- 
yl«mlno)-S, S, 8a, 9-tetrabydro-S- (4-hydroxy-3, 5-dlm«thoxyphenyl) -« 
(SR,5»R,8«S,»8)- {9CI) (CA INDBX NAMB) 

Abaolute ateraochemiatry . Rotation (•}. 
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PUBLISHER: 

DOCUMENT TYPE: 

LANGUAGE: 

OTTHSR SOURCE <S) : 

GI 




Journal of Medicinal Cheraiatry (3001) , 
1433-1438 

CODEN: JMCMAR; ISSN: 0033-3633 
American Chenical Society 
Journal 
Bngliah 

CASRBACT 135:19466 



RgfrtrtHflYlIn 




RSPBRBNCB OOUMTi 60 THERE ARB 60 CITED REFBREHCBS AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



AB 3-Fluoropodophyllotoxln (I, R - OH, Rl - F) and several 4p>anilino-3-fluoro-4 '-O-denwthyl 
analogs were ayntheeized and evaluated in both antineoplaatic and antiviral aaaaya. Theae 
cooipds. were moderately active againat some cancer cell lines, but they were leas active 
than the corresponding nonf luorinated analogs. I (R - OH, Rl - P) exhibited the beat 
acclvity against KB carcinoma with a OI50 of approx. 30 nM. Moat compds. exhibited 
moderate activity against HCMV with lOSO and ID»0 valuaa in the range of 1 MM and 4 ^M, 
reap. Both I (R - 0SiMe3Bu-c, Rl - K) and I (R • OH, Rl ■ F) ahowed an unuaual 10-fold 
aelectivity for HSV-3 compared to HSV-1. 

XT 137iiea-«9-3 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
atudy, unclaaaif led) ; BIOL (Biological atudy) 

(preparation and antineoplastic and antiviral activity of 
4P-anillno-3-f luoro>4 ■ -demethylpodophyllotoxln analogs) 
RN 137B83-69-3 HCAPLUS 

CN Furo[3',4> :6,7]naphtho[3,3-d] -l,3-dioxol-6{SaR) -one, 9- [(3,3-dihydre-l,4- 
benzodloxin - 6 -yl ) amino] - 5 . fl . 8a , 9 - tet rahydro- 5 - ( 4 - hydroxy- 3.5- 
dinathoxyphenyl)-, (5R, SaR, 8a8,9S) - (9CI) (CA INDBX NAMB) 

Absolute atereocheniacry. 
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CORPOSATB SOURCE: 



HCAPLUS COPTRIOHT 3007 ACS on STN 
3001:314544 HCAPLUS Full -text 
135:19486 

Antitumor Agents. 307. Dealgn, Syntheala, and 
Biological Testing of 4P-Anilino-3-f luoro-4 ' - 
demethylpodophyllotoxin Analoguea aa Cytotoxic and 
Antiviral Agent a 

VanVliet, David S.; Tachibana, Yoko; Bastow, Kenneth 
F.; Huang, Eng-Shang; Lee, Kuo-Hsiung 
Natural Products I«aboratory School of Pharmacy, 
Univeraity of North Carolina, Chapel Hill, NC. 
37599-7360, USA 




342824-64-OP 

RLt SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation and antineoplaatic and antiviral activity of 
4P-anilino-3-fluoro-4' -demethylpodophyllotoxin analogs) 

343834-64-0 HCAPLUS 

Furo[3' ,4' 1 6. 71 naphtho [3, 3 -dl -l,3-dioxol-6(SaH) -one, 9- ( (3, ^-dihydro-l,4- 
bensodlaxln•6-yl)amlno} -Sa-fluoro-S,8.8a. 9-tatrahydro-S- (4 - hydroxy- 3, 5- 
dinatboxyphenyl)-, (5R, 5aS, 8aS, 9S} - (9CX) (CA INDSX NAM8) 



Abaolute atereochemiatry . 
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Abaolute stereocheniatry . 




Roi?^rtHav|»n 



BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclaaaif led) ; BIOL (Biological study) 

( [ (tetramethylpiperldinyloxy) amino] demethylepipodophyllotoxln inducing 
HB4 cell apoptoaia) 
135670-69-1 HCAPLUS 

1-Piperldlnyloxy, 4- [ [ (5S,5aS,8aR,9R) -5,Sa,6. 8,Sa.9-hexahyd'ro-9> (4-hydroxy- 
3,5-dimethoxyphenyl)-8-oxofuro{3' ,4* 1 6, 7] naphtho [3, 3-d] -1, 3-dloxol-S- 
yl]amino] -3,3,6, G-tetramethyl- (CA INDEX NAMB) 
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4- [4"- (3'■,3",«".6"-Tetramethyl-l"- 
piperidinyloxy)amino] -4 ' -denethylepipodophyllotoxin 



CORPORATB SOURCE: 



Lanzhou, 



PUBLISHER: 
DOCUMENT TYPE I 



inducing NB4 cell apoptoaia 

Qi. She-Hing; Han, Shun-Mel; Li, Xing-Yu; Li, 
Wen-Ouang; Mang, Jlng 

Inat, Hematology. Lanshou Medical College, 
730000, Peop. Rep. China ' 
Zhongguo Yaolixue Yu Dulixue Zazhi (3000), 14(1). 
63-64 

CODSN: ZYYZBW; ISSN: 1000-3002 
Zhongguo Yaolixue Yu Dulixue Zazhi Biarjibu 
Journal 
Chlneae 

To explore the antitumor machaniam of 4- [4*- (3''.3*, 6■.6■-tetr(unethyl-l"- 
plparldinyloxy)amlno) -4*-dematbylapipodopfayllotoxin (OP7} in apoptoaia, the growth 
inhibition effects of OPT on leu)cemlc NB4 cell line, the morphol. of NB4 cell under light 
and electron microacope and the DNA ladder on agaroaa gel electrophoreaia were obaerved 
OP7 0.18-18 Mniol-L-1 could markedly inhibit the gro%fth and proliferation of NB4 . OP7- 
induced apoptotic morphol. changes were found under both light and electron microscopes 
and the ladder was observed by agarose gel electrophoresis. Apoptoais rate increased as 
time prolonged. The peek of apoptoaia rate (4S.O±3.0)% was reached at 48 h when NB4 was 
being exposed to GP7 9 midoI-L-I. Apoptosis rate decreased to (26.7tl.S)% with prolonged 
exposure time to 73 h. There was a correlation between apoptosis rates and logarithmic 
OPT concentration (t - 0.938, P < Q.OS) . He for the first time found that aP7 could 
Induce NB4 apoptoaia and the induction of apoptoaia may be one of the anti-tumor 
nechaniama of 0P7. 
1256V0-69-3, 0P7 
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ACCESSION NUMBER: 1999:449460 HCAPLUS Full -text 

DOCUMENT NUMBER: 133:73393 

TITLB: Study on effect of ap7 againat Raji cell apoptoaia 

AimiOR(S): Qi, Shening; Nang, Jing 

CORPORATB SOURCE: Institute of Hematology, Lanzhou Medical College, 

Lanzhou, 730000, Peop. Rep. China 
SOURCBt Zhongguo Yaolixue Tongbao (1999), ISO), 187-188 

CODEN: ZYT0E8; ISSN: 1001-1978 
PUBLISHER: Anhul Ylke Daxue Llnchuan Yaoli Yanjluao 

DOCUMENT TYPB: Journal 
LANQUAOB : Chinaae 

AB The effect of aP7 (4- [4 "- (3", 3" , 6", 6--tetramethyl-l"-piperldlnyloxy)amino] - 4'-demethyl 
epipodophyllotoxln) against Raji cell apoptosis was studied. The Inhibitory test in 
solution medium, the inhibitory test in seml-aolid medium and MTT method were uaed for 
evaluation of the effect of OP7 against Raji cell apoptoaia. The raaulta ahowed that OP7 
aignificantly inhibited the grotrth of Raji cell, the formation of Raji clone cell and the 
proliferation of Raji cell In a ooneent rat Ion -dependent manner. The higheat < 
index waa at 9 luaol L-1. 
XT 12S670-69-1, OP7 

RL: BAC (Biological activity or effector, except advarae) ; BSU (Biological 
study, unclaaaif led) ; THU (Therapeutic uae) ; BIOL (Biological atudy); USES 
(Uses) 

(effect of OP7 against Raji cell apoptosis) 
RN 135670-69-1 HCAPLUS 

CN l-Piperidinyloxy, 4- I ( (58, 5aS, 8aR. 9R) -5. 5a, 6, 8, Sa, 9-hexahydro-9- (4-hydroxy- 
3 . s- dinathoxyphenyl) • 8-oxof uro (3 • , 4 ■ i 6 , 7] naphtho [2 , 3-d) - l , 3 -dloxol -5- 
yllamino] -2.3.6,6-tatraBethyl- (CA INDBX NAMB) 

Abaolute stereochemistry. 
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Robert Havlln 
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1999:373441 HCAPtUS Pull -text 
131:199550 

Antitumor Agenta. 194. Synthesis and Biological 

Bvaluationa of 4-P-Mono-. -Di-, and 

-Trisubst ituted Aniline-4' -O-demethylpodophyllotoxin 

and Related Coiapounda with Improved Pharmacological 

Profilea 

Zlni, Xiao -Rang: Quan, Jian; Tachibana, Yeko; Baatow, 
Kenneth P.; Cho, Sung Jin; Cheng, Huey-Hw«; Cheng, 
YUng-Chi; Ourwith, Marc; Lee, Kuo-Haiung 
Diviaion of Medicinal Chemiatry and Natural Producta 
School of Pharmacy, Univeraity of North Carolina at 
Chapel Hill, Chapel Hill, NC, 37599, USA 
Journal of Medicinal Chemiatry (1999). 43(13), 
3441-3446 

CODBN: JMCHAR; ISSN: 0032-3633 
American Chemical Society 
Journal 
Bngllab 



and tumor cell growth in tiaaue culture. Selected compda. were evaluated aa cytotoxic 
agenta uaing a clonogenic aurvival aaaay. The target compda. included 4* -0•demethyl-4p- 
{ (4 " - (benzimidasol-a " -yl) anilino] • (I } , 4 ' -0-demethyl-4p- ( - ) - (4 * * -camphanamidoanilino) - , 
4-p- diaubatituted-anilino-4'-demethyl-, 4-a-diaubatltuted-anilino-4 ' • demethyl-. 4-P- 
triaubstituted-anilino- and 4 « -O-demethyl -4^- [4 ' ■ - (benximidazol-3 ' ' -yl) aminol -4- 
desoxypodophyllotoxin . I displayed aignificant growth inhibitory action againat a panel 
of tunor cell lines including human epidermoid carcinoma of the naaopharynx (KB) and its 
etoposide-resistant (KB7B) and vincristine- resistant (vin20c KB) subclones, lung carcinoma 
(A549) , human ileocecal carcinoma (HCT-B), human kidney carcinoma (CAKI-l), breast 
adenocarcinonia (MCF-7) , and human malignant melanoma (SK-NEL-3) cells. Several cocnpds. 
including I were 'cleavable-complex"- forming OKA topoisomeraae II inhibitors with either 
improved or aimilar activity compared with the prototype drug etopoalde.(VP-l6) . I waa 
the moat active analog, being 10- fold more potent than etopoaide in both cell killing and 
topoiaomerase II inhibition in vitro aaaaya. Uaing mouae modela of antitumor activity, I 
was effective against (P386/0) leulcemia but not againat the growth of a (MCP-7) mammary 
tumor . 

242144-41-eP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclaasif ied) ; SPN (Synthetic preparation) ; BIOL (Biological 
study): PREP (Preparation) 

(preparation and biol. evaluation of aniline aubatituted 

4 ■ -O-demethylpodophyllotoxin antitumor agenta) 
243144-41-8 HCAPLUS 

Furo [3 ' , 4 ' : 6 , 7] naphtho (3 . 3 - d] • 1 , 3 -dioxol- C (SaH) -one , 9- (IH-bensimidasol '3 - 
yl amino) -5,S,ea,9-tet rahydro- 5- (4 ♦ hydroxy- 3 . S -dlmethoxyphenyl ) - , 
(5R,5aR,aaS,9S)- (9CI) (CA INDEX NAME) 



Abaolute stereochemiatry . Rotation (-) . 
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AB Several new 4 -P- aubatituted 4 ' -O- demethyl -4 -deaoxypod 



trisubatituted anillnaa were prepared and evaluated aa inhlbitora of DMA topoiaomaraae II 
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HCAPLUS COPYRIOHT 3007 ACS on STN 
1990:742970 HCAPLUS Full -text 
130:104953 

Effects of spin labeled derivatives of podophyllotoxin 
on cell cycle and macromolecular ayntheaia in human 
lymphoid leu)cemia molt 4B cell* 

Hang, Jun-Zhi; Taumura, Hidelcl; Shimura, Keiahiro; 
Tian, Xuan; I to, Hitoahi 

Department of Biochemiatry, National Inatitute for the 

Control of Pharmaceutical and Biological Products, 

Beijing, 100050, Pecqi. Rep. China 

Zhongguo Yaoll Xuebao (1998), 19(6). 501-50S 

CQDEN: CYLPDN; ISSN: 0353-9756 



10^76^01. 



mm 



PUBLISHER: Kexue Chubanahe 

DOCUMENT TYPE: Journal 
LAM8UA0B: Chineae 

AB Aim: To examine the effect of the apin labeled derive, of podophyllotoxin, N-podophyllio 
•cid-N"-[4-'(3.3,6.6-tetraoethyl-l-pip«ridinyloxy)] thioaemicaxfeaiida (OP4) and 4-.[4"-(3", 
2', 6". 6"-tetramethyl-l*- plperidinyloxy) amino} -4 ■ -demethylepipodophyllotoxin (OP?) on 
the cell cycle and macromol. synthesis of human lymphoid leukemia Molt 4B cells in vitro. 
Methods: MTT aaaay. 3H incorporation, and flow cytometer waa used. Results: aP4, aP7, and 
etoposide 0.03-100 mmol.L-l cultured for 48 h inhibited the proliferation of human 
lymphoid leukemia Kolt 4B cells. IC50 value* of OP4, OP7, and etopoaide were 0.11, 4.7, 
and l.C mnol.L-1, reap. ONA and protein ayntbeaaa were obvioualy auppraaaed by aP4, QP7, 
and etopoaide lO eaiol.L-l for 48 h. After Molt 4B CMlla mre treated with GP4. aP7. and 
etopoaide 10 mmol.L-l for 6 and 13 h, the mitotic index waa increaaed by OP4 and reduced 
by GP7 and etopoaide. According to flow cytometric BrdU/DHA anal., OP4 alightly retarded 
S phase and mainly whereas OP? similar to etopoaide induced cella accumulated at B phaae 
and retarded the cells in 02 phase. Conclusion: aP4 and 0P7 inhibit the proliferation of 
Molt 4B cells, but the mechanisms are different. 

IT 125670-69-1, 0P7 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES 
(Usee) 

(effect* of apin labeled derive, of podophyllotoxin on cell cycle and 
macromol . ayntheaia in human lymphoid leukemic molt 4B cella) 
RN 125670-69-1 HCAPLUS 

CN 1-Plperidinyloxy, 4- ( I (5S. 5aS, BaR. 9R) -5, 5a. 6. a, Sa, 9-hex*hydro-9- (4-hydroxy- 
3 , 5 -dlmethoxyphenyl } - 8-oxof uro {3 ' , 4 ' : 6 , 7] naphtho I3 , 3-d] -1, 3-dioxol- S- 
yDamino] -2,3,6.6-tetramethyl- (CA INDEX NAME} 



10/S76J01 



sum- 



RgfrmHavlin 



PUBLISHER: Anhui Yike Daxue Linchuan Yaoli Yanjluao 

DOCUMENT TYPE: Journal 
LANOUAOB: Chinese 

AB The antitumor activity of the title compound (OP-?) and it* free radical reduced produeca 
(0P-7-H, and OP-T-OH) were compared. At 5-10 mg kg-1, the inhibition rate* of OP-?, OP-7- 
H and OP-7-OH on mouse transplanted tumor sarcoma 180(8180) were 38.7-46.8, 17.3-39.5 and 
19.9-33.4%, reap. Similar' results were obtained on solid carcinoma of ascitic hepatoma 
(Heps). LD50 of 3 compda. were 331.2, 89. 7 and 139.5 mg kg-1, reap. OP-7 had a more 
effective antitumor activity and e lower acute toxicity than that of aP-7-H and GP-7-OT. 
The reaulta auggeat thet the free radical in QP-7 had an important role in Increaalng 
antitumor activity and decreaaing toxicity. 
IT 125670-69-1, OP 7 135670-69-10, derive. 

RL: THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 
(antitumor activity of 4- [4-- (3",a".6*,«"-tetremethyl-l■- 
piperidinyloxy}aminel -1* -demethylepipodophyllotoxin (OP-7) with ita 
free radical reduced product*) 
RN 125670-69-1 HCAPLUS 

CN 1-Piperidinyloxy, 4- ( ( (5S, Sas, BaR. 9R) -s, 5a, 6. B, 6a, 9-hexahydro-»- {4-hydroxy- 
3, 5-dimethoxyphenyl) -B-oxofuro{3' ,4' : 6, 7] naphthol2, S-dl -1, 3 -dioxol- S- 
yllamino] -3,3,6,6-tetramethyl- (CA INDEX NAME) 



Abaolute atereochemiatry . 



Abaolute atereochemiatry. 





RN 12SC70-69-1 HCAPLUS 

CN 1-Piperidinyloxy, 4- [ [ (SS,5aS,8aR,9R) -5,Sa, 6. 8, 8a,9-haxahydro-9- (4-hydroxy- 
3 , 5 -dlmethoxyphenyl) • 8-oxofuro [3 ' ,4 < : 6, 7] naphtho [3. 3 -d] -1. 3-dioxol-S- 
yllamitto] -3,3,6,6-tetramathyl- (CA INDEX NAME) 

Abaolute atereochemiatry. 
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Compariaon of antitumor activity of 
4-14-- {3-,3".6",6--totramethyl-l"- 
piperidinyloxy) amino] -l * -demethylepipodophyllotoxin 
(OP-7) with ita free radical reduced products 
Zhang, Xiaowen; Jia, Zhengping; Meng, Fumin; Zhang, 
Peiyan; Tien, Xuan; Li, Jlngxin 
Department of Pharmacology, Inatitute of Tumor 
Research, Oansu Academy of Medical Science, Lanzhou, 
730050, Poop. Rep. China 

Zhongguo Yaollxue Tongbao (1997). 13(1), 38-30 
CODEN: ZYTOBB; ISSN: 1001-1978 



Robert Haviin 
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iinechylpodophyllocoxin and evaluated for antitumor activity against mouse leukemia P3ae 
in vivo and hunan stomach carcinoma SOC-7901 in ivtro. Structure activity relationship 
was discussed. These results demonstrate the importance of 4 '-phenolic hydxtMcyl group, 
and suggest further elaboration of 4P-nitrogen-containing substitution to •iapliCy and 
optimize the structure of this class of anticancer compds. 
125670-69-1, OP-7 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(syntheses and structure -activity relationship of anticancer 

podophyllotoxin derive.) 
135«70-«9-l HCAPLUS 

1- Piper idinyloxy. 4- ( ( (SS.SaS, BaR, 9R) -S, Sa. «, 8, 8a,9-haxahydro-»- (4-hydroxy- 
3 , S-dimethoxyphenyl) -B-oxofuro(3< .4 ' : S, 7] naphtha [3, 3-d] -1, S-dioxol-S- 
yl] amino] -a . 3. « , S-tetranethyl- (CA IHDBX HAMB) 



Absolute atereochenistry. 
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137:149030 

Syntheses and structure-activity relationship of 
podophyllotoxin derivatives as potential anticancer 
druga 

Hang, Yan-Chiang; Tao, Lan; Pan, Jian-Lln; Shi, 
Jian-Feng; Chen, Yao-Zu 

Dep. Chem., Zhejiang University, Hangshou, 310037, 
Peop. Rep . China 

Oaodeng Xuexiao Huaxue Xuebao (1997). 1S(7). lOCl-1066 

CODBN: iCTHPOM; ISSN: 0351-0790 

Oaodeng Jiaoyu Chubanahe 

Journal 

Chinese 
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Me Me 
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AB Thirteen 4^- substituted podophyllotoxin derive. I ( Rl - H, Me; R3 - R3NH, R30, R4C0NH, 
3.S-(N03)3C6H3C(»IH, R4C03 , eto.) ware prepared fron pcxlophyllotoxin or 4*- 



HCAPLUS COPYRIOHT 3007 ACS on STN 
1997:43374S HCAPLUS Full -text 
137:144745 

New spin labeled analogs of podophyllotoxin as 
potential antitumor agents 

Hang, Yan-guang,- Pan, Jian-lin; Shi, Jian-feng; Chen, 
Yao-zu 

Department Chemistry, Zhejiang University, Hangzhou, 
310037, Peop. Rep. China 
Life Sciencee (1997), Sl{5} , 537-542 
CODEN: LIF8AK; ISSN: 0034-3305 
Elsevier 
Journal 
English 

Pour new nitroxyl labeled derive, of podophyllotoxin, 4- (2,3,6,6- tetramethyl -1 -oxyl-4- 
piperidyDoxy-epipodophyllotoxln, 4- (3,3, 6, 6-tetramethyl-l-oxyl-4-piperidyl)oxy-4*- 
demethylepipodophyllotoxln, 4- (3,3, 5, 5-tetran»ethyl-l-oxyl-3- pyrrolinyl) formyloxy- 
epipodophyllotoxin and 4- (3 , 3, 5, 5-tetramethyl-l-oxyl- 3-pyrrolinyl) f ortnyloxy-4 ' - 
demethylepipodophyllotoxln, have been synthesized and evaluated for their antitumor 
activity in vitro. The 4* -denethyl-eplpodophyllotoxins showed euperior activity to the 
olin. used etopoiide (VP-16) in their Inhibition of leukemia P388, lung cancer AS49 and 
stomach carcinoma sac-7901 celle. The 4 ' -demethyl-epipodophyllotoxina waa smre active 
than the eipodophyllotoxins lacking a free phenolic hydroxyl group at C-4'. 
125670-69-1 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); PRP (Propertiea) ; THU' (Therepeutic use); BIOL 
{Biological etudy); USES (Usee) 



ffffbtrt Haviin 



(preparation of new apin labeled analogs of podophyllotoxin aa potential 
antitumor agents) 
13SC70-C9-1 HCAPLUS 

1-Piperidinyloxy, 4- [ [(5S, SaS. 8aR. »R) -5, Sa.fi, 8. 8a,9-hex«hydro-9- (4 -hydroxy- 
3,5-dinethoxyphenyl)-8-oxofuro[3' ,4' tC,7]naphtho[3,3-d] -1, 3-dioxol-S- 
yllaBino]-3,3,<,C-tetramothyl- (CA INDEX NAME) 



Absolute etereoehemiatxy. 




9^1 m 



3.3,S,S-tetrafflethyl-, [5S- (Sa, Sa^, San, 9p} ]- {partial] - 
(»CI) (CA INDEX NAME) 



Absolute Btereochemiatry. 
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Rep. China 

Chinese Chemical Lettere (1997), 8(3), 307-308 
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Chinese Chemical Society 

Journal 

English 
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1997:313086 HCAPUJS Full- text 
136:338345 

Synthesis and antitumor activity of new derivatlvee of 
pod^hy 1 1 otoxin 

Pan, Jlcui-Lin; Hang, Yan-Ouang; Chen. Yao-Zu 
Department of Chemistry. Zhejiang University, 
Hangzhou, 310 037. Peop. Rep, China 
Current Science (1997), 73(4). 368-371 
CODEN: CUSCAM; ISSN: 0011-3891 
Current Science Asaociation 
Journal 
English 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

AB Five new nitroxyl spin labeled podophyllotoxins e.g.. I (R - Me. H) and II were 

synthesized via etherif ication of podophyllotoxin with III or via direct nucleophilic 
substitution with appropriate alkylamines. Two compds. were tested for their anticancer 
activity in vitro. The results showed that compound I (R - H) is much more potent than the 
Clin, used etcq^side (VP-16> In ita inhibition of P3BB celle, while compound I (R > Me) ie 
not aotive. 

IT 1S9001-22-7P 

RL: SPM (Synthetle preparation); PREP (Preparation) 

(synthesis of new nitroxyl spin- labeled derive, of podophyllotoxin as 
potential anticancer agent e) 
RH 189001-33-7 HCAPLUS 

CN I-Pyrrolidinyloxy. 3- I (5, Sa, 6, 8,aa, 9-hexahydro-9- (4-hydroxy-3. 5- 

dimethoxyphenyl)-8-oxafuro[3* ,4' : 6, 7] naphtho{3, 3-d] -l,3-dioxol-5-yl]amino] - 




AB A seriee of new podophyllotoxin derive. I [Rl - H. R3 ■ NHCOC6H40Ac-3 , 3- 

benzothiazolylamino; Rl - H, Mo, R3 - 03CC6H4aRc-2 , 3- benzothiazolylthio] were 
synthesized and evaluated for their antitumor activity in vitro. I [Rl > H, R3 • 
NHC0C6H40AC - 3 . S-benzothiazolylamino] exhibited comparable or superior activity to clin. 



\OfS76aO] 



977138 



PQbert H^vHn 



used etopoaide In their inhibition of human atomach carcinoma SOC-7901, lung cancer A 549. 
and mouae leulcemia P3SB cells. 

' RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
atudy, unclaaaif ied) ; SPN (Synthetic preparation): BIOL (Biological 
■tudy) ; PRBP (Preparation) 

(preparation and antitumor activity of podophyllotoxin deriva.) 
IBBSfifi-aS-S HCAPLUS 

7urel3' ,4* :«, 7lnaphthol3,3-dl •1.3-dioxol-6(SaH) >ona, 9- (3- 
bensothiasolylamino) -9, 6,aa.9-tetrahydro-5- (4-hydroxy-3. S-dimathoxyphenyl) • 
, [5R-(5a.5aP,aaa,9P)]- {9CI) (CA INDEX NANB) 



Absolute stereocheniatry . 
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1997:54908 HCAPLUS Full -text 
126:157359 

Study on the synthetic method of spin labeling - 
anticancer drug OP- 7 
Yang, Weidong; Wu, Anxin 

Dep. Phamaeol . , Lanzhou Med. Coll., Lanzhou, 730000, 
Peop. Rep. China 

Zhongguo Yaowu Huaxue Zazhi {1996), 6(3). 310-313 
CODEN: ZYHZBPi ISSN: 1005-0106 
Zhongguo Yaowu Huaxue Zazhi Bianjibu 
Journal 
Chinese 

AB A new method of synthesis of intermediate product 3,3,6.6-tetramethyl-l- piperidinylo^-4- 
amino free radical and final product OP- 7 (podophyllotoxin derivative) was described, 

which has a mild reaction condition and good yield (33.5%). 
IT 12S670-69-1P, OP-7 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
atudy, unclaaaif led) ; SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study) ; PRBP (Preparation) ; USES (Uses) 

(study on synthetic method of spin labeling anticancer drug OP-7) 
RN 135670-69-1 HCAPLUS 

CM 1- Piper idinyloxy, 4- [ ( (sa, 5aS.8«R,9R) -S,5a, 6. 8, S«.9-hexabydro-9- (4-hydroxy- 
3,5- dimethoxyphenyl ) - 8 -oxof uro ( 3 • , 4 • : 6 . 7 ] napht bo [3 , 3 - d] - 1 , 3 -dioxol - S- 
yl)amino| -3.3,6. C-tetrasmthyl- (CA INDEX NAME) 

Absolute stereochemistry. 
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DOCUMENT NUMBER; 134:331693 

TITLE: Activities of novel nonglycosidic epipodophyllotoxlna 

in etopoaide-aenaitive and -reaistant variants of 
human KB cells, P-38B cell a, and. in vivo 
multidrug-resistant murine leuXemia cells 

AUTHOR (s): Anyanwutaku, Innocent O.; Ouo. Xin; Chen. Hong -Xing; 

iJi, Zheng; Lee, Kuo-Haiung; Cheng, YUng-Chi 
Department ' Pharmacology , Yale University School 
Medicine, New Haven, CT, 06 530, USA 
Molecular Pharmacology (1996), 49(4), 731-6 
CODEN: H0PMA3; ISSN: 0036 -69$X 
Williams k Hilkins 
Journal 
English 

Previous structure-activity studies of the antitumor compound etoposide (VP- 16) have 
suggested that replacement of the glycoalde moiety could afford therapeutically active 
analogs with different biochem. determinants for cellular accumulation and drug 
resistance. In the present report, 10 analogs of VP-16 in which the glycoaidyl moiety waa 
replaced with alkyl or arylamino aubatituents exhibited 5-10-fold better binding affinity 
for topoisomeraae II /DMA complex in human KB cells. A aimilar increase in the binding 
affinity waa obaerved in an iaolated-nuclei model . The analoga diaplayed greater or 
comparable potency to VP-16 in cell growth- inhibition studies and were less affected by 
cell membrane -aaaociated drug resistance mechanisms, aa exemplified by overexpresaion of 
P-glycoprotein multidrug- resistance gene or multidrug resistance-aaaociated protein. 
Interestingly, in animal studies, analogs least affected by the membrane transport- 
deficiency phenotypes exhibited low therapeutic index values, thus suggesting that highly 
efficient modulation of cellular membrane transport defects could perturb the selectivity 
of antitumor agenta for cancer cella. This report also suggests a new nethod of 
quantifying drug- induced protein- linked ONA breaks by graphically determining the apparent 
diasociation- Inhibition conatant (Kdi) for the inhibitora. 
1S3B33-13-1 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); PRP (Properties); THU (Therapeutic use) ; BIOL 
(Biological study); USES (Uses) 

(antitumor activities of novel nonglycosidic epipodophyllotoxins in 
sensitive and resistant human and laboratory animal cella in relation to 
topoiaomeraae Il/DNA complex binding and atructure) 
153833-13-1 HCAPLUS 

Furo{3' ,4' :6, 7lnaphtho[2, 3-d] - 1 , 3 -dioxol-6 (SaH) -one, 5,8, Sa , 9-tetrahydro- 5- 
(4-hydroxy-3. 5 -dimethoxyphenyl) -9- [ [1- (phenylmethyl) -4-piperidinyl] amino) - 
. (SR,SaR,8aS,9S) • (9CI) (CA INDEX NAME) 



Abaolute stereochemistry. 
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Absolute stereocbesiistry. 
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1996:148383 HCAPLUS Pull -text 
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Antitumor Agents. 163. Three-dimensional quantitative 
structure-activity relationship atudy of 
4 ' -0-demethylepipodophyllotoxin analoga uaing the 
CoMFA/q3-0RS approach 

Cho, Sung Jin; Tropsha, Alexander; Suffness, Matthew; 
Cheng. Yung -Chi; Lee, Kuo-Ksiung 
School of Pharmacy, Univeraity of North Carolina, 

Chapel Hill, NC, 37599, USA • 
Journal of Medicinal Chemistry (1996), 39(7), 1383-95 
CO08N: JMCMAR; ISSN: 0033-3633 
American Chemical Society 
Journal 
Engliah 

Analogs of 4* -O-demethylepipodophyllotoxin are considered as potential anticancer agenta. 
The authora have applied comparative mol. field anal. (CoMPA) and a novel CoMFA/q3-ORS 
technique recently developed in the group to identify the eesential structural 
requirementa for increaaing ttie ability of these compds. to form cellular protein-DNA 
ccoiplex. In addition, a new method to incorporate different typea of probe atoms as part 
of q3-ORS routine haa been developed. The beat final model with 101 compda . uaing a 
combination of four different sets of probe atoms and charges [C (sp3, +1), C (ap3, 0), H 
(-fl) , and O (sp3, -D] yielded a q3 of 0.564 and the standard error of prediction of 0.660 
at 5 principal components. The ateric and electrostatic contour plots of the final model 
were compared with the DNA phosphate backbone environment of the 0NA-4*-0- 
dematbylepipodophyllotoxin analog complex, which was generated uaing the x-ray structure 
of the DHA-nogalanycin complex. The comparison reveals that the CoNFA sterie and 
electrostatic fields are compatible with stereochem. properties of the DNA backbone. The 
resulte obtained from thia atudy ahall guide the future synthetic efforts. 

3.27883-68-;; 127882-6S-3 l278a2-7S-3 

127fla2-76-3 13TB82-77-3 152933-13-1 

153933-17-5 152886-04-9 1528a6-08-3 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); PRP (Properties); THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(3 -dimensional OSAR atudy of 4 ' -O-demethylepipodophyllotoxin analogs as 

antitumor agenta using CoMFA/qS-ORS approach) 
137883-68-3 HCAPLUS 

Furo[3' ,4* :6.7]naphthol3,3-dl -1, 3-dioxol-6 (5aH) -one, 9- (1, S-benzodioxol-S- 
ylamino) -5, 8, 8a, 9-tetrahydro- 5- {4-hydroxy-3,5-dinetb03^phenyl) -, 
(5R.5aR,aaS,9S)- {9CI) (CA INDEX NAME) 



RH 137883-69-3 HCAPLUS 

CN Puro(3«,4' :6,7]naphtho[3.3-d] -1. 3 -dioxol- C (SaH) -one, 9- { (3. 3-dihydro-l. < 
benzodioxln-6-yl)amino) -S.S.Sa, 9-tetrahydro-5- (4-hydroxy-3, S- 
dimethoxyphenyl ) - . (5R,SaR,8aS,9S)- (9CI) (CA INDEX tOME) 

Absolute stereochemistry. 




RN 137883-7S-1 HCAPLUS 

CN Furo[3*,4':6.7] naphtho [ 3 , 3- d) - 1 . 3 - dioxol- 6 (SaH) - one , 5 , 8 , 8a , 9-tetrahydro- S- 
(4-bydroxy-3. 5-dimethoxyphenyl) -9- (3-pyridinylamino) • , (5R, SaR. 8aS. 9S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




RN 137B83-76-3 HCAPLUS 

CN FuroO' ,4* :€, 7] naphtho (3 , 3 -dl -1. 3-dioxol-6 {5«H) -on«. 5,8, Ba. 9-tetr«hydro-S- 
(4'hydroxy-3 , 5-dlmethoxyphenyl) -9- (3>pyridinyl*mino) - , (5R, SaR, SaS, 9S) - 
(9CI) (CA INDEX NAME) 

Absolute atereocheaistry. Rotation (-). 
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RN 152833-13-1 HCAPLUS 

CN Puro(3' ,4' :6,7]naphthola,3-d] - 1 , 3 -dioxol-fi < SaH) •one. 5.8. Ba.9•tetrahydro-5- 
(4-hydroxy-3, 5-dlmathoxyphenyl) -9- [ {1- (phenylmethyl) -4-piperidinyll awino] - 
. (SR,SaR,8aS.9S)- (9CI) {CA INDEX NAME) 

Absolute atereocheniatry . 



OH 




RN iaTsaa-77-3 hcaplus 

CN Puro[3' ,4* :fi.7]naphtho(3,3-d] -1, 3-dioxol-6 (SaH) -one. S. 8, 8a, 9-tetrahydro-S- 
(4-hydroxy-3 , S-dimethoxyphenyl) -9- {3-quinolinylafflina) <5R, SaR, BaS, 9B) - 

{9CI) (CA INDEX NAME) 

Abaoluta atereochemiatry . Rotation (-). 



RN 153833-17-5 HCAPLUS 

CN 1-Piperidinecarboxylic acid, 4- [ { (5S, SaS, SaR. 9R) -5. Sa.G, B,8a.9-hexaltydro•9• 
^ 4 - hydroxy- 3 , 5 - dimethoxyphenyl) - B -oxof uro t3 ' . 4 ■ : 6 . 7] naphtho [3 , 3 -d) • 1. 3 - 
dloxol-S-yl] amino] ethyl eater (9CI} (CA IMDBX NAME) 

Abaoluta at ereochemi at ry . 
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RN 1S28B6-04-9 SCAPLUS 

CH Furo [ 3 • . 4 ' : 6 , 7] naphtho (3 , 3 - d} - 1 , 3 -dioxol- 6 ( 5aH) -one , S , B , 8a , 9 - tetrahydre- S - 
(4-hydroxy-3, S-dinethoxyphenyl) -9- [ (l- (phenylmethyl) •4-piperidinyl]aalno) - 
. dihydrochlorida, (SR. SaR, BaS, 9S) - (9CZ) (CA INDRX NAME) 

Absolute atereochemiatry. 
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RN IS3B86-08-3 HCAPLUS 

CN 1-Piperidinecarboxylic acid, 4- ( IS, Sa, 6, 8 , Sa, 9-hexahydro-9- (4-hydroxy-3 , 5- 
dimethoxypbenyl) -8-oxofuro[3' .4' :6, 7] naphtho [3. 3-d] -1, 3 -dioxol- S-yl] anlno} - 
, ethyl eater, monohydroehlorida, (SS- (Sa.Sap, Baa,9p 
)I- (9CI} (CA INDEX NAME) 

Abaoluta atereochemiBtry. 
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HPLC determination of 4- (4"- (3". 3", 6'. 
6"-tetramethyI-l"-piperidinyloxy)anlno] -4*- 
demathylepipodophyllotoxin in rat plaama and atudies 

of it a pharmaeoliinetica 

Jia, Z. P.; Xu, L. T.; Hang, D. M.; Xie, J, H. 
Dep. Pharmacy, PLA Lanzhou General Hoap., Lanzhou. 
730050, Peop. Rep. China 
Yaoxue Xuebao (199S) , 30(10), 768-73 
CODBM: YHRPAL: XSSNi 0513-4870 

Chineae Academy of Medical Sclencea. Inatitute of 
Materia Media 
Journal 
Chinese 

4- 14*- (2",2",6",6"-Tetramethyl-l"-piperidinyloxy) amino] -4' - demechylepipodophyllotoxin 
(QP-7) ie a new podophyllotoxin spin-labeled derivative Its primary effect is the 
antitumor activity on tranaplanted mouse tumora and cultured tumor cella. Thia paper 
describee a method for its determination using HPLC with UV detection and the 
determination of its pharmacokinetic parameters in rats. A Shimadzu LC-6A liquid 
chronatog. equipped with a Shimadzu SPD-6AV multiwave length detector and a Chromatopac C- 
R3A data proceaaor waa uaed. The separation was performed on a Zorbax-ODS column (S Ma, 
4.6 mm + 150 mm) with a mobile phase of methanol-water- glacial acetic acid (59:41 : 0.6). 
The flow- rate was 1.0 mL.roin-1 and detection was made at 385 nm. A plasma specimen (0.3 
mL) was spiked with 33.6 Mg.raL-1 internal standard (podophyllic acid piperidinyl hydrazone 
nitroxide radical, OP-l) and extracted with ether-dichloroiaethana (3:1), The extract waa 
evaporated at 4 SC. The residue was taken up with 0.1 uL of the mobile phase and 30 jil 
aliquot s were injected into the system. The calibration curve was linear in the range 
from 3 to 300 ng.mL-l with r - 0.9997. The detection limit was 0.3 Mg,mL-l and the 
recovery of aP-7 from rat plasma was 94.3% .apprx. 100.9%. The relative standard 
deviations for within- day and between- day were 3.39% .apprx. 4.64% and S.S5% .apprx. 
7.70%, resp. After i.v. injection of OP-7 10, 30 and 30 og.kg-l, the concns. of the drug 
in rat plaama ware determined The pharmacokinetic parametera of GP-7 were obtained by 
using MCPKP program on a COMPAC-4B6 eoaputer. The data obtained fitted a two-coapartmsnt 
open nodel, and the mean Tl/2p value waa 39.8 min. 
125670-69-1. OP-7 

RL: ANT (Analyte) ; BPR (Biological proceas) ; BSU (Biological atudy, 
unclassified): ANST (Analytical study); BIOL (Biological study); PROC 
(Process) 

(HPLC determination of 4-14"- (3*. 3". 6", «--tetraaethyl-l"- 
piperidinyloxy)amino] -4' -demethylepipodophyllotoxin in rat plasaa and 
studies of its pharmacokinetics) 
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Lee, Kuo-Msiung; Zhou. Xiao -Ming; Hang, Zhe-Olng; 
Chang, Jang -Yang; Chen, Hong- Xing; Cheng, Yung- Chi; 
Shen, Ya-Ching: Han, Pu-Shen; Hu, Hong; Zhang, Yi>Lin 
University of North Carolina, USA 
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Patent 
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US saaasii 

us 5133333 
CA 3044311 
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APPLICATION HO. 

US 1991-693300 
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MARPAT 133:55857 



Title compdB. (I; 



> Q1-Q3; Rl-RS - 1 



Et, n-Pr, i-Pr, Bu, CP3 . OMe, OBt. OPr, OBu. 
OPr-i. OBu-i, 0CH20, OCH2CH20, CH3 OH, CH2CH20H. CH2C1, CH2CH2C1. CH2F, CH2CH2P, CH20He. 
Ae. cost, C02Me, C02Bt, N02 , NH2, NH2.HC1, NH2.HAC, NHa.HAc, NH2 . 1/2H2S04 , NM3 . I/3H3P04 , 
NMe3, NEt3, OH, CK, N3, S03H, S03HH3, S03C1. (aubatituted) Ph. PhO, anilinyl, oyclohexyl, 
piperidinyl, morphollnyl, piperazinyl, N- methyl pipe razinyl; R6 - H, Me, Bt, Pr, Pr-i, Bu. 
bridged methylene} R7 ■ Q4, Q5, etc.], were prepared Thue, 4* -O-demethylepipodophyllotoxin 
waa stirred with NaN3 and CF3C03H in CHC13 to give 94% 4* -0-deaiethyl-4P-azido-4- 
deoxypodophyllotoxin. This was faydrogenated in BtOAc ever Pd/C to give 70% 4* -0-deaethyl- 
4P- amino-4-deoxypodophyllotoxin. Treatment of the product with PhCH3Br and Nal in 
acetone gave 4 ■ -0-deraethyl-4P-benzylanino-4- deoxypodophyllotoxin . The latter inhibited 
DMA topoisoneraae II with ID50 - 35 pM. 
IT 147L99-G3-SP 

RL; BAC (Biological activity or effector, except adverse); BSU (Biological 
■tudy, unclaasifiad) ; SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of, as topoiaonerase II inhibitor) 
RH 147199-63-0 HCAPLUS 

CH Purol3'.4' :6.7}naphtho(2,3-dJ -1, 3 -dioxol-6 (SaH) -one , 9- [ (2, 3-dihydro-l,4- 
benzodioxin-6-yl)amino) -5- (3,4-dihydroxy-5-iiietboxyphenyl) -5, 6,8a,9- 
tetrahydro-. (5R,5aR,8aS,9S)- (9CI) (CA INDEX NAME) 

Abaolute atereochemistry. Rotation (-) . 
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Phaxaaookinetiea of 4- l4' • - {3« • , 3 ' • • , 6* • - 

tetramethyl -1 ' * -plperidinyloxy) amino] -4 ' - 
demethylepipodophyllotoxin in nice bearing aareona 180 
Jia, Zheng- Ping; Xie, Jing-Nen; Xie, Ting-Quan 
Dep. of Pharmacy, Lanzhou Oeneral Hospital, Lanzhou, 
730 OSO, Peop. Rep. China 

Zhongguo Yaoli Xuebao (199$), 16 (3). 197-300 
COO EN: CYLPOH; ISSN: 0353-9756 
Kexue 
Journal 
English 

The pharmacokinetics of 4- {4 ' ' - (2 " • , 2 " • , 6 ' • , 6 ' • -tetraraethyl-1* ' - piperidinyloxy) amino] -4 ' - 
demethylepipodophyllotoxin (OP- 7) was studied in mice bearing sarcoma ifiO. The plasma 
concentration- time course of OP-7 in mice was best fitted to a 2-compartment open model 
after i.v. 20, 60 rog.kg-1. At both doses the plasma T 1/2^ was around 40 min. The highest 
concentration was found in liver and lung. The level of OP- 7 waa higher in tumor than in 
kidney, spleen, and bond narrow after i.p. 30 ng.)cg-l for 10 d. Urinary excretion of OP-7 
as unchanged drug accounted for about 30% of the administered doses 73 h after injection. 
OP-7 diaappaared nora alowly fron tlia plaana of mice bearing sareeme 180, distributed 
extensively over the tissues and was partially excreted from urine. The concentration of 
OP-7 in tunor was higher. 
IT 12S670-G9-1. OP-7 

RL: BPR (Biological proceas) ; BSU (Biological Study, unclassified); THU 
(Therapeutic use); BIOL (Biological study); PROC (Process); USES (Uses) 
(pharmacoltlnetica of [ (tetramethylpiperidinyloxy)amino]demethylepipodop 
hyllotoxin in nice bearing sarcoma 100) 
RN 135670-69-1 HCAPLUS 

CN 1-Piperidinyloxy. 4 - ( [ (5S, 5aS, 8aR, 9R) -5 , 5a. 6. 8 , 8a, 9-hexahydro-9- (4-hydroxy- 
3 . 5 -dinethoxyphenyl ) • 8- oxof uro [ 3 ■ , 4 • : 6 . 7] naphtho (3 , 3 - d] - 1 , 3 -dioxol - 5 - 
yl]amino)-3.3,6.6-tetramethyl- (CA INDEX NAME) 

Absolute stereochemistry. 
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HCAPLUS COPYRIGHT 3007 ACS on STN 
1994:436886 HCAPLUS Full -text 
131t3€88« 

4P- amino podophyllotoxin analog compounds for 
treating tumors and methods of synthesis and use 
Lee, Kuo Hsiung; Cheng, Yung Chi; Zhang, Yl Lin 



PATENT ASSIGNEE (S) : 
SOURCE: 



108/138 



LANQUAOB; 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



university of North Carolina at Chapel Hill, USA; Yale 
Univereity 

U.S., 34 pp. Cont.-in-part of U.S. Ser. No. 874,345. 

CODBN: USXXAM 

Patent 

English 



Rgfrfrt Havlin 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



US S300500 
US 5133333 
HO 9333319 
N: AT. 

KR, 



AU 9341136 
US 5541333 
PRIORITY APPLN. 



A 19940405 
A 19930731 
Al 19931111 
AU. BB, BO, BR. CA. CH, CZ. DB. DK. BS. PI, 

LK. LU. MO. MN. MH, NL, NO, NZ, PL, PT, RO, 



US 1993-987765 
US 1989-406330 
HO 1993-US3830 



RU, 



DATE 

19931208 
19890913 
19930433 
BU. JP. KP, 
SD, SB, SK, 



BE, CH, DS, DK. BS, FR, GB, OR, IB, IT, LU, 
BJ, CF, CO, CI, CM, OA, ON, ML, MB, NE, SN, 
A 19931129 AU 1993-41136 

A 19960730 US 1993-145383 

INFO.: US 1989-313836 

US 1989-406330 
US 1992-87434S 
US 1992-944472 
US 1993-987765 
HO 1993-US3B30 



MC, NL, PT. SB, 
TD, TO 

19930433 
19931038 
Bl 19890333 
Al 19890913 
Aa 19930424 
A 19920914 
A3 19921306 
A 19930433 



KARPAT 121:36886 



MoO-'^v^^OMe 



AB Podophyllotoxin oompde. I (R • 1-piperidinylethylanino, 4-norpholinylethylaminOi etc.) t 
their use in treating tunors are disclosed. I [R - (CH3) 3H{Me)3] . prepared from 4'-0- 
denethyl-4p-bromo- 4-desoxypodophyllotoxin, inhibited human ONA tepoisomerase II (from 
peripheral blast calls of a patient with acute leulcemia) and promoted cellular protain-I 
complex formation. 

IT 137ae2-75-lP 127fl02-76-2P 12700a-77-3P 
152 30 G- 04-9? 1S5157-47-4P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of and DNA topoisomeraae II activity inhibition by and cellular 
protein-DHA coiqplex formation promotion by) 
RN 137883-75-1 HCAPLUS 

CN Furo{3' ,4* :6,7]naphtho[3,3-d] -1, 3 -dioxol-6 (SaH) -one, 5,8.8«.9-tetrahydro-S- 
(4 -hydroxy- 3, 5 -dinethoxyphenyl) -9- (a-pyridinylamino) - , (5R, 5aR. 8aS, 9S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 



^ HVS76.201 



Robert Havlln 11V576J0I 



Robert Havlln 





OCX 



RN 127003-76-3 HCAPLUS 

CN Furo[3< ,4' : 6 , 7} naphtho [3, 3-d] -1 , 3-dioxol-6 (5aH) -one, 5, 8, Ba,9•tetrahydro-5- 
(4-hyd^oxy-3 , 5-dimethoxyph«nyl) (3-pyrldinylanino) - , (SR.SaR, BaS,9S} - 
(9CI} (CA INDEX NAME) 

Abaolute stareocbenistry. Rotation (•}. 



RH 152886- 04 -9 HCAPLUS 

CN Puro(3' ,4' :6,7]naphtho{2,3-dl -1.3-dioxol-6 (5aH) -one, 5, 8, 8a,9-tetrBhydro-5- 
{4-hydroJcy-^ , 5-dim«thoxyphenyl) -9 - ( (1- (phenylnwthyl) -4-pip«ridinyl]amino] - 
, dlhydrochloride, (SR. 5aR, 8aS, 9S) • (9CI) (CA INDEX NAME) 

Abaolute a tereoc hernia try. 




•2 HCl 



RN 127683-77-3 HCAPLUS 

CM ruro{3' ,4' :6,7]naphtho[3,3-dl-l,3-dioxol-6(5aH)-one, 5, 8, aa,9•tetrahydro-5- 
(4-hyd^oxy'^. S-dimethoxyphenyl) -9- O-quioolinylamiDo)-, (SR, SaR, 8aS, 9S) - 

(9CI) (CA INDEX NAME) 

Abaoluta atereochemiatry . Rotation (-). 



8H 1SS157-47-4 HCAPLUS 

CM 1-Piperidineearboxylic acid, 4- [I (SS.SaS. 8aR, 9R) -5, 5a,fi, 8, Sa, 9-hexahydro-9- 
(4-hydroxy-3,5-diraathoxyphenyl)-a-oxofurot3'«4* t«,7)napbtbo(a.3-d] -1,3- 
dioxol- 5-yl] amino} • , etbyl eater, dihydroehloride (9CI) (CA ZNDBX HAMB) 

Abaolute atereochemiatry. 



\OmAO\ ill/ 138 B9»mHav)in 12226,201 Ulim Robert Havlin 




IT lSaB33-13-lP lSaa33-17-SP 

RL: BAC (Biological activity or effector, except adverae) ; BSU (Biological 
atudy, unclaaaif ied) ; SPN (Synthetic preparation); THU (Therapeutic ua«); 
BIOL (Biological atudy) ; PREP (Preparation) ; USES (Uses) 
(preparation of, aa neoplaam inhibitor) 

RN 153833-13-1 HCAPLUS 

CM Puro[3' ,4 ■ : 6,7]naphtho[3,3-dl - 1, 3 -dioxol- 6 (SaH) -one, S. 8 , 8a , 9-tetrahydro-5- 
(4•hydroxy-3, S-dimethoxyphenyl) -9- [ [1- (phenylmethyl) -4-piperidinyll amino] ~ 
, (SR,$aR,BaS,9S)- (9CI} (CA INDEX NAME) 

Abaoluta ataraoolwaiatry. 




153833-17-5 HCAPLUS 

1- Piper idinecarboxylic acid, 4 - ( ( (SS,5aS. 8«R, 9R) -S, Sa.S. a,8a,9-hexahydro-9- 
(4 -bydroxy-3, S-dinethoxypbenyl) -8-oxofuro [3 ' , 4 ' : 6. 7] naphtho (2 , 3-d) - 1, 3- 
dioxol-S-yl]amino] -, ethyl eater (9CI) (CA INDEX NAME) 
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COPYRIOHT 3007 ACS on STM 
1994:333095 HCAPLUS Rttll-text 
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Preparation of 4-p-Bminopodophyllotoxin 

derivativea aa antitumor agenta 

Lee, Kuo Haiung; Cheng, Yung Chi 

Univeraity of North Carolina, USA 

PCT Int. Appl., 59 pp. 

CODEN: PlXXOa 

Patent 

Bngliab 



PATENT NO. 

MO 9333319 

N: AT, AU, BB, 

KR, LK, LU, 

UA, US 

RN: AT, BB, CH, 

BF, BJ, C 
US 5300500 
AU 9341136 
PRIORITY APPLH. INFO.: 



19931111 
i, CA, CH, 



APPLICATION NO. 



KO 1993-US3630 



CZ. DB, DK, ES, FZ. OB, HU, JP, KP, 



ML, HO. NZ. PL. 



DB, DK, BS, FR. ( 

CO, CI, CM, OA, I 
A 19940405 
A 19931139 



MARPAT 130:333095 



I. GR, IB, IT. 

I, ML, MR, NB, 
US 1993-987765 
AU 1993-41136 
US 1992-87434S 
US 1993-944472 
US 1993-987765 
US 1989-313836 
US 19B9-406330 
HO 1993-US3830 



PT. RO, 

LU, MC, 



SD, SB. SK, 

ML, PT. SB, 
>. TO 

19931308 
19930433 
A 19930434 
A 19930914 
A3 19931208 
Bl 19B90333 
Al 19B90913 
A 19930433 



Abaolute etereoohamiatry. 



t0fS76J20\ 
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Robert Haviin 



Title compd*. I [R - R2RlN{CH3)n wherein Rl , R3 • H, alkyl, pyrrolidyl, piperidyl, 
morpbolino, 3-oxopyrroXidyl, etc.. n ■ 3-4], •» prepared 4 ' •O'demethylepipodophyllotoxin 
waa brominated to give the 4P-broiiio derivative to which was added 4-benzyl>l- 
piperidinanina to give I (R * 4-benzylpiperidino) (II). In a cytotoxicity teat with KB 
•trains the IDSO of II waa <6.4 pH. 
i37ee2-7S-lP 137Q03-7«-2P 1278a2-77-3P 
RL: SPH (Synthetic preparation); PREP (Preparation) 

(preparation of) 
137863-75-1 HCAPLUS 

PuroO' ,4 • :6,7jnaphtho[2,3-d] - 1 , 3-dioxol- 6 ( SbH) -one. S, 8, fla. 9-tetr«hydro-5- 
(4-hydroxy-3, S-dimethoxyphenyl) -9- (3-pyridinylamino) - , (5R, 5aR, 6bS, 9S) - 
(9CI) (CA INDEX NAME) 



Abaolute atereochemlatry . Rotation (•). 



"yS76J01 



Robert Havtm 



Furol3' ,4' :6,7Jnaphtho(3,3-dl -1 . 3-dioxol-6 (SaH) -one, S, 8, 8a, 9-tetr«hydro-S- 
(4-hydroxy-3. S-dimethoxyphenyl) -9- (3-quinolinylainino) -, (SR.SaR.aaS, 9S) - 
(SCI) (CA IND8X KAMB) 



Absolute stereochemi'atxy . Rotation (-). 





IT 1S2]}33-13<1P lS2d33-lV-!}P lS28es-04-9P 
15S1S7-47-4P 

RIi: BAC (Biological activity or af Sector, except adverse) ; BSU (Biological 
study, unclasaif led) ; SPN (Synthetic preparation); BIOL (Biological 
study) ; PRSP (Preparation) 

(preparation of, as antitumor agent) 
RN 152033-13-1 HCAPLUS 

CN Furo{3' ,4' :6,7}naphtho(3.3-d} -1 , 3-dioxol-6 (SaH) -one, 5, 8, Sa, 9-tetrahydro-5- 
{4-hydroxy-3, S-difflethoxyphenyl) -9- [ II- (phenyliiiathyl}-4-plparidinyl]anino] - 
. (SR,5«X.6aS,98)- (9CI) (CA INDEX NAME) 

Abaolute atereochemiatry . 



RN 1378Ba-7fi-2 HCAPLUS 

CN Puro[3'.4' s6, 7]naphtho(3, 3-d] -l,3-dioxol-«(5aH) -one, 5, 8. 8a.9-tetrahydre-S- 
{4-bydroxy-^« S-dinethoxyphenyl} -9- {3-pyrldinylamino) - , (SR. SaR. 8aS, 9S} • 
(9CI) (CA XHDBX NAME) 

Absolute stereochenistry. Rotation (•) . 




Ph^ 




RM 153S33-17-S. HCAPLUS 

CN 1-Piperidinecarboxylic acid, 4- [ [ (5S, SaS, SaR, 9R) - 5. Sa , 6 , 8, 8a, 9-hexabydro-9- 
(4-hydroxy-3, 5-di«ethoxyphenyl) -8-oxofuro (3 ' , 4 • :6, 7)naphtho[3,3-d] -1.3,- 
dioxol- 5-yl] amino] -, ethyl ester (9CI) (CA INDEX NAME) 

Abaolute stereochemistry. 



137883-77-3 HCAPLUS 



10/S76J01 



Robert HavHn 



Robert Havlln 





RH 153886-04-9 HCAPLUS 

CN PurD[3* ,4* :C,7]nBphtho{2,3-dl-l,3-diexol-fi(SaH) -one, S, 8, 8a, 9-tetrahydro-S- 
(4-hyd^oxy-^, S-dimethoxyphenyl) -9- ( [1- (phenylmethyl) -4-piperidinyl] amino] - 
, dlhydroohloride, (SR, SaR, SaS. 98) - (9CI) (CA INDEX NAME) 

Absolute stersochsmistry. 



Ph^l 




RN 155157-47-4 HCAPLUS 

CN 1-Plperidinecarboxylic acid, 4- [ I (53, SaS, SaR, 9R) - 5, 5a. fi . 8 , aa. 9-hexahydro-9- 
(4-hydroxy-3, S-dimethoxyphenyl) -8-oxofuro (3 * ,4* : 6, 7] naphtho (3, 3-d] -1,3- 
diexol-5-yl]anino]-, ethyl ester, dlhydroohloride (9CI) (CA. INDEX NAME) 

Absolute stereochenistxy. 
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1994:12414fi HCAPLUS Pull- text 
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Antitumor Agents. 148. Synthesis and Biological 
Evaluation of Novel 4p-Aniino Derivatives of 
Etopoaida with .Better Pharmacological Profiles 
Zhang, Yi Lin; Quo, Xin; Cheng, Yung Chi; Lea, Kuo 
Hsiung 

Natural Products Laboratory, University of North 

Carolina, Chapel Hill, NC, 27599, USA 

Journal of Medicinal Chemistry (1994), 37(4), 44«-53 

CODBN: JMCHAR; ISSN: 0033-3633 

Journal 

English 




AB A series of novel 4p-amino derlvs. of etoposlde (J), which can form water-soluble salts 
and demmistrate excellent activity against mdr- and topo Il-resistant cell lines, have 
been aynthesized. Compared with etopoaide, a number of the compds. show comparable or 
greater inhibition of human ONA topo II. In o cellular protein-DNA complex formation 
assay, a number of the compds. are more potent than I. A dose-response study of II shows 
that it is 20 times more active in formation of protein-linked DMA brealcs than I. 
Furthermore, both II and its free baae were found to be highly active toward I-resistant 
KB cell lines. All compds. were also evaluated in vitro against a total of 56 human tumor 
cell lines derived from aeven cancer types. Comparison of the loglO QlSO mean graph 



117/ "8 



Robert Havlin 



midpoint* of the compda. (-4.S9 to '7.30) with that of I (•A. OB) show* cheas new analog* 

to be e- 1659- fold more active than I. 

15.2L«33-13-1P 15.2S33-n-5P 152646-04-9? 
152BCC-0fi'-3P 

RL: BAC (Biological activity or effector, except adverae) ; BSU (Biological 
atudy, unclaaaif led) : 8PN (SynthaClc preparation); TKU (Therapeutic use); 
BIOL (Biological study); PRBP CPreparation] ; USBS (Uaea) 

{preparation and antitumor activity of) 
152B33-13-1 HCAPLUS 

Purot3' ,4' :6,7]naphthol3,3-d} - 1 , 3 -dioxol- 6 (SaH) -one , 5, 8, 8a, 9-tetrahydro-S- 
(4-hydroxy-3. 5-dimethoxyphenyl) -9- I tl- (phenylmethyl) •4-plperidinyll anino] - 
, (5R.5aR,8aS,9S) • (9CI) (CA INDEX NAME) 



Abaolute atereochemiatry . 



118/138 



Abaolute atereochemiatry. 




•2 HCl 




RN 153886-08-3 HCAPLUS 

CH 1-Piperidinecarboxylic acid, 4- ( [5, 5a, fi, a , 8a, 9-hexahydro-9- (4-hydroxy-3 .5- 
diroethoxyphenyl) -B-oxo£uro[3' ,4' : C. 7] naphtho [3. 3-d] -1. 3-dioxol-S-yl] anino] - 
, ethyl eater, monohydrochlorida , {58- (5a, Sa|}, 8aa, »p 
)]- (9CI) (CA INDEX NAME) 

Abaolute atereochemiatry. 



RN 193833-17-5 HCAPLUS 

CN 1-Piperldinecarboxylie acid, 4- E { (58, SaS, aaR, 9R) -5, 5a, 6 , 8 , 8a, »-hexahydro-9' 
(4-hydroxy-3, 5-dimethoxypbenyl) -8-oxofuro[3* ,4* :6,7]naphtho[2,3-d] -l,^• 
dloxol-5-yl] amino] - , ethyl eater (9CI} (CA INDEX NAME) 

Abaolute atereochemiatry. 
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152886-04-9 HCAPLUS 

Puro|3*,4' :6.7lnaphtho(3,3-d] -1 , 3 -dioxol- 6 (5aH) -one, 5, 8 , Ba, 9-tetrahydro- S- 
(4-hydroxy-3, 5-dimethoxyphenyl} -9- ( (1- (phenylmethyl) -4<piperidinyl} amino} - 
, dihydroehloride, (SR. SaR, aaS, 9S) - (9CI} (CA INDEX Mm) 



HCAPLUS COPYRIGHT 2007 ACS on STN 
1993:459338 HCAPLUS Pull -text 
119:59328 

Multilevel reglatered polymeric Mach-Zehnder intenalty 
modulator array 

Tumolillo, Thomas A.. Jr.; Aahley, Paul R. 
Rea. Dev. Eng. Cent., Natl. Raa. Coune. Raa. Aaaoc, 
AL. 35898-5248, USA 

Applied Phyaica Lettera (1993), 63(24), 3068-10 

CODEN: APPLAB; ISSN: 0003-69S1 
Journal 
English 

The firat known demonat ration ia described of a registered two level guided wave polymeric 
electrooptic Mach-Zehnder intensity modulator array. The device conaiata of two complete 
vertically atackad lavela. Both lavela were independently poled and operated. There waa 



DOCUMENT TYPE 
LANOUAGB: 



"9/138 



no meaeurable optical or elec. eroaa talk due to a high reaiativity thenioaat polymer 
buffera layer employed. Fabrication and performance of the device ia diacuaaad. 

135670-69-1, OP7 
RLt USES (Uaaa) 

(electrooptical Mach-Zehnder intenalty modulator ualng) 
125670-69-1 HCAPLUS 

1-Plperidinyloxy, 4- [ [(5S, 5aS, 8aR, 9R) -5. 5a, 6, 8,8a, 9-hexahydro-9- 
3,S-diBethoxyphenyl)-8-oxofuro(3*,4' :6,7]naphtho(3,3-d) -l,3-dioxol-5- 
yl] amino] -3,2,6, 6-tetramethyl- (CA INDEX NAME) 



]|0/S76^0| 



Robert Hnvlin 



Abaolute atereocheniatry. 
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HCAPLUS COPVRIQHT 3007 ACS on STN 
1993:440510 HCAPLUS Full- text 
119:40510 

Effects of 4- (4' '-(2",2",6' ■ ,6" '-tetramethyl-l' '- 
piperidinyloxy) amino) -4 ' -demethylepipodophyllotoxin on 
iamiune function in mice 

Jia, Zhengping; Xie, Jingwen; Feng, Pu; Niu, Jiguo 
Dep. Pham., PLA Lanzhou Gen. Hoap., Lanzhou, 730050, 
Peop. Rep. China 

Zhongguo Yaoli Xuebao (1993). 14(3), 231-4 
COOSN: CYLPDN; ISSN: 0353-9756 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB 4- (4 " - (a " .3 ' ' , 6* • ,6" -Tetramethyl-l' ' -piperidinyloxy) amino] -4'- 

demethylepipodophyllotoxin (OP-7) 10-40 ng ■ kg-l i.p. daily for 7 days reduced the 
apecific antibody formation of aplenocrytea, aerum agglutinin titer, and hemolyain HC50 in 
mica luninlsed with SRBC. OP-7 inhibited the footpad delayed hyperaenaitivity reaction 
and decreaaed the wta. of spleen and thymua, but did not affect the phagocytic function of 
the peritoneal macrophagea. In vitro the proliferation of nouaa aplenle lymphoeytea 
activated by Con A was markedly inhibited by OP-7 in a concentration- dependent manner. At 
concns. of 0.05-5 mg ■ L-1, the inhibition ratea were 24-96%. Theae reaulta auggeated 
that OP-7 was an immunosuppressive agent. 

IT 135S70~B9-l, OP 7 
RL: PROC (Process) 

(immunosuppressive action of) 

RH 135670-69-1 HCAPLUS 

CN 1 -Piperidinyloxy, 4- ( t (SS, SaS. 8aR, 9R) -5,5a, 6, 8, 8a, 9-hexahydro-9- {4-hydroxy- 
3, 5-dimethoxyphenyl) -6-oxofuro[3' , 4 ■ : 6, 7] naphtbo(3, 3-d] -1, 3-dioxol-5- 
yl]amino] -2,2.6, 6-tetramethyl- (CA INDEX NAME) 



CORPORATE SOURCE: 



DOCUMENT TYPE 
LANGUAGE: 



Antitumor agenta 126. Novel 4P-aubatituted 
anllino derivatives of 3'4*-0,O- 

didemethylpodophyllotoxin aa potent inhibitora of 
human DKA topoiaomeraae II 

Wimg. Zhe Qing; Shen. Ya Ching; Chen, Hong Xing; 
Chang. Jang Yang; Quo. Xin; Chang. Yung Chi; Lea, Kuo 
Haiung 

Sch. Pham., Uhiv. North Carolina, Chapel Hill, NC. 
37599. USA 

Phamaeeuticel Reaeareh (1993), 10(3), 343-50 
CODEM: PHREEB; ISSN: 0724-8741 
Journal 
English 

AB A series of derive, of 3 ' , 4 ' -0, 0-didemethylpodophyllotoxin were synthesized and evaluated 
for their inhibitor activity against neoplastic cell growth (KB) and against human DNA 
topolsocierase II as well as for their activity in causing cellular protein- linked DNA 
breakage. The compds. possessing a 4|}-anilino moiety either unsubstituted or aubstituted 
at the para (F. C03Ma. OOMe, CN, CH3CN, n02) or mete (OH) poaitiona or with an 
athylanadioxy moiety ahowed the same or greater activity Chan etopoaida in eauaing 
cellular protein- linked DNA breakage and in inhibiting DNA topoiaomeraae II. However, 
compared to the corresponding 4 ' -0-denethyl analogs, the 3 ' , 4 ■ -O, O-dldemethyl compds. have 
a aimilar potency in inhibition of DNA topolsomarase II but are less active in causing 
cellular protein- linked DNA breakage. Complete correlation bet%wen the 3 biol, activities 
- cytotoxicity, inhibition of DNA topoiaomeraae II, and induction of protein- linked DMA 
breakage - waa alao not obaarvad Thia aupporta the poaaibility that the biol. 
deterrainanta of action among theae compda. may be different. 

IT 137882-69-3 

RL: BIOL (Biological atudy) 

(antituorar activity and DNA topoiaomeraae It inhibitory activity of, 
structure in relation to) 

RN 137883-69-3 HCAPLUS 

CN Furot3'',4' :6,7]naphtho[2,3-dl - 1 , 3-dioxol- 6 { 5aH) -one, 9- [ (2 , 3 -dihydro- 1, 4- 
benzodioxin-6-yl) amino] -5,8, ea, 9-tetrahydro-5- {4-hydroxy-3, 5- 
dimethoxyphenyl)-, (5R, SaR, 8aS, 9S) - (9CI) (CA INDEX NAME) 

Abaolute atereochemiatry. 



Abaolute atereochemiatry. 
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Robert Havlln 
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BIOL (Biological study) 
(CD of apin- labeled, antitumor activity and atructure relationship of) 
RN 125670-69-1 HCAPLUS 

CN 1-Piperidinyloxy, 4- [ [ ( 5S . 5aS , 8aR. 9R) - 5 , 5a. 6 . B , 8a , 9 -hexahydro-9- {4-hydroxy- 
S.S-dimethoxyphenyl) -a-oxofurolJ' ,4 ' :6. 7]naphtho (3. 3-d) •l,3-diaxol->5- 
yllMilno} -2,3,6, 6-tsCraiMthyl- (CA INDEX HAMS) 

Abaolute atereochemlatry . 



IT 147199-fi:-0P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation and antitumor activity and DMA topoisoinsraaa II inhibitory 
activity of, atructura in relation to) 
UN 147 19 9-63-0 HCAPIiUS 

CM ruro[3* ,4' :6,7)naphtho(3.3-d) -l, 3-dioxol-6 (SaH) -one. 9- [ {3, 3-dihydro-]..4- 
' bansodioxin-6-yl}ainino} -5- (3.4-dihydroxy-S-methoxyphenyl) -5,8, 8a, 9- 
tetrahydro-. (SR. SaH. 8aS, 9S) - (9CI) (CA INDEX NAMB) 

Abaolute atareocheiaiatry . Rotation (-). 





R(S): 
CORPORATB SOURCB: 



DOCUMBHT TYPE: 



lA AMStfBR 33 OP 43 
ACCBSSIOM HUMBBRi 
DOCUMENT NUMBER i 
TITLE: 



HCAPLUS COPYRIQMT 300 7 ACS on STN 
1993 1533995 HCAPLUS Full-text 
117:133995 

Circular dlchroiara of apio* labeled derivative* of 

podophyllotoxin 

Tian. Xuan; Li, Jingxin; Chen, Yaozu 
Natl. Lab. Appl . Org. Chen«, Lanzhou Utaiv., Lanzhou, 
730000, Peop. Rep. China 

Oaodeng Xuexiao Huaxue Xuebao (1993), 13(3), 349-51 
CODBN: KTHPOMi XSSNt 03 51-0790 
Journal 
Chinese 

Tlie CD spectra of 10 apin-labeled darivs. of podophyllotoxin were studied with CD rule of 
1-aryl tetralin compda. and Snatske's aphere rule. The relationahip between the firat 
couple and atereoconfiguration and antitumor activity of these conpds. were discussed. 

125670-69-1 



AUTHOR (S) > 
CORPORATB SOURCE 



DOCUMENT TYPE: 



L9 AN5MSR 34 OP 43 HCAPLUS COPYRIGHT 2007 ACS (m 8TM 
ACCESSION NUMBER: 1993:400467 HCAPLUS Full-text 

DOCUMENT NUMBER: 117:467 

TITLE! Effects of 4-(4"-(3",3".«",«"-tetramethyl-l"- 

piperidinyloxy) amino) -4 ■ -deiMtbylepipodophyllotoxin on 
nucleic aeida, proteina, and DNA strand of L7713 cells 
in vitro 

He, Xiaoqlng; Zhang, Peiyan; Tian, Xuan; Li, Jinxin 
Dep. Pharmacol., Lanzhou Med. Coll., Lanzhou. 73OO00-, 
Peop. Rep. China 

Zhongguo Yaoli Xuebab (1993). 13(3), 376-9 
CODEN: CYLPDN; ISSN: 0353-9756 
Journal 
Chineae 

AB The antitumor activity of QP-7. a new spin-labeled epipodophyllotoxin, waa studied by 
liquid scintillation apectrooetry . There «rere many aimilarities between ap-7 and 
etoposide. Both OP-7 and etoposide inhibited the incorporation of (3R]th^idina, 
[3Hluridine. and (3H}lenolne into DNA, RHA. and protein synthesis in leukemia 7713 cells. 
The inhibition correlated with drug concentration and time. IC50 of aP-7 and etoposide on 
DNA aynthesia at 34 h were 0.31 and 0.37 Mg-mL-1, rosp. The Inhibition of aP-7 or 
etoposide on DNA ayntheaia retained oven after the drug were washed out for 3 h. aP-7 and 
etoposide caused DNA single- otrand brealta, with a well concentration- reaponae 

/ relationship. These data suggest that the inhibition of DNA synthesis by GP-7 or 

etoposide ia- lii^ely due to the damage of miA template and breaking of single-strand DNA. 

IT , 125670-69-1, OP 7 

RL: BIOL (Biological study) 

(DMA and RNA and protein formation inhibition by, DNA 'strand break 
incfaiction in, in leukemia cells) 

RN 135670-69-1 HCAPLUS 

CN 1- Piper idinyloxy. 4- [ [ (5S. SaS. 8aR; 9R) -S , Sa. 6 , S, 8a. 9 -hexahydro-9- (4-hydroxy- 
3, B-diaethoj^henyl} -8-oxofuro[3* .4' :6, 7)naphtho[3, 3-d] -l.S-dioxol-S- 
yl} amino) -2. 3 . 6. 6-tetramethyl- (CA INDEX NAME) 

Absolute stereochemistry. 
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ACCESSION NUMBER; 
DOCUMBinr NUMBER! 
TITLE: 



DOCUMENT TYPE: 

LANGUAGE s 

OTHER SOURCE (S) : 



1993:126476 HCAPLUS Full -text 
116:130476 

Antitumor agents. 133. Synthesis and human DNA 
topoiaomerase II inhibitory activity of 3'-chloro 
derivatives of etoposide and 4p- (arylamino) -4 ' -O- 
demethylpodophyllotoxins 

Hu, Hong: Liu. Su Ying; Cheng, YUng Chi) Lee. Kuo 
Rsiung; Nang, Zhe Qing 

Seh. Pham.. Univ. North Carolina, Chapel Hill, NC. 
37599. USA 

Journal of Medicinel Chemistry (1993). 35(5). 866-71 

CODEN: JMCMAR; ISSN: 0033-3633 

Journal 

English 

CA5RBACT 116:138476 



10/576J01 



Robert Havlln 



ehloro substitution on ring B. This would suggest that the free rotation of ring E is 
essential for the aforementioned enzyme inhibitory activity. In addition, these 2 '-ehloro 
derive. sho%«ed no significant cytotoxicity. 
138361-36-6P 130261-37-7? 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation and DNA topoiaomerase inhibitory activity of) 
136361-36-6 HCAPLUS 

Furo[3' ,4' :6,7lnaphtho[2,3-dl -l.3-dioxol-6(5aH) -one. 9- ((3.3-dihydro-1.4- 
ben^odioxin-6-yl) amino] -S- (3-chloro-4-hydroxy-3, S-dimethoxyphenyl) - 
5,e,8a,9-tetrahydro-, (5S- (Sa. Sa^, 8aa, 9P) ] • (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




RN 138361-37-7 HCAPLUS 

CM Puro[3* ,4* :6.7]naphtho[3,3-d] -1.3-dioxol-6 (SaH) -one, 9- (l,3-benzodioxol-5- 
ylamino) -5- (3-ohloro-4-hydroxy-3, 5-dinethexyphenyl) -5,8.aa, 9-tetrahydro-, 
(5S-(5a,5ap,aaa.9P)]- (9CI) (CA INDEX KANE) 

Absolute stereochemistry. 





The title compds. I and II (e.g. R - OH, R « NHC6H4R1; Rl - 3-, 4-N02, 3-OH, 4-F, 4-Cl, 4- 
Br) were prepared and evaluated for their inhibitory activity against the human DNA 
topoisomerase II as well aa for their activity in causing cellular protein- linked DNA 
breakage. The results showed that none of these compds. are active as a result of the C- 
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Effect of 4p-arylainino derivatives of 

4 ' -O-demethylepipodophyllotoxin on human 1 
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CORPORATE SOURCE 
SOimCE : 



DOCUMENT TYPE 
LANOVOiOBt 



topoisomerace II, tubulin polymerization, KB cell*, 
and their reaistant variant* 

Chang, Jang Yang; Han. Fu Sheng; Liu. Su Ying; Wang, 
- Zhe Qing; Lee, Kuo Haiung; Cheng. Yung Chi 
Sch. Hed., Yale Univ., New Haven, CT, OfiSlo, USA 
Cancer Research (1991), 51(7), 1755-9 
COOBH: CNRBA8; ISSN: 0008-5472 
Journal 
Bngliah 

Six 4P-aryl«mlno deriva. of 4 ' -O-demethylepipodophyllotoxin were exanined Cor inhibitory 
activity againat human DNA topoiaomerase II and tubulin polymerization, their ability to 
generate protein- linked DMA breako in cells, and their cytotoxicity toward the KB cell 
line end ita VP-16- and vincriatlne-reaiatant variant*. Five of theae deriva. were 5-10- 
fold wore potent than VP-16 a* inhibitor* of DMA topoiBOraeraae H in vitro, and all of 
these derive, could generate the same amount or more protein- linked DNA breaks in cells 
then VP-16 at 1-30 ^M. Tubulin polymerization was inhibited by these compd*. to different 
degree*. The analogs were cytotoxic not only to KB cell* but also for their VP-16- 
reaiatant and vincrlstine-re*i*tant variants which ahowed decreaae cellular uptake of VP- 
16 and a decreaae in , DMA topoisomerase II content or overexpreaaion of MDRl phenotype. 
Thaaa eharaeteristlca nay cauaa thaaa deriva. to have different apactruina of antitumor 
activity. 
1278a2-C9-3 

RLi BIOL (Biological Study) 

(DKA topoiaomeraae II and tubulin polymerization inhibition by, antitumor 

activity in relation to) 
137083-69-3 HCAPLU3 

Furo[3' ,4' :6.7)naphtho(3,3-dl - 1 . 3 -dioxol- 6 ( 5aH) -one , 9- [ (3 , 3-dihydro-l, 4> 
benzadioxin-6-yl) amino] -S, 8,8a, 9-tetrahydro-S- <4-hydroxy-3, 5- 
dinetboxyphanyl}-. (SR, 5«R. 8a8, 9S) - (SCI) (CA INDEX NANB) 
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DOCIWISNT TYPE: Journal 
lANOUAOE : Chinese 

AB The effects of a new podophyllocoxin opin-laboled derivative, 4 - (4 ' ' - (3 ' ' . 2 ' ' , 6 ' • , 6 ' • - 
tetramethyl-l ' • -piperidinyloxy) amino] -4 ' - demethylepipodophyllotoxin (GP-7) on the 
proliferation, clonal formation and incorporation of [3H)TdR into DNA of L121D cells in 
vitro were compared with those of VP-16. The proliferation of L1210 cells was markedly 
inhibited by OP-7 and the inhibition rate had a pos. corelation with the concentration and 
exposure time. At a concentration of 0.08-100 M<nol/I<, the inhibition rate was 18.4-80.7% 
and the ICSO was l.Sl Mmol/L. After expoaura of the cella to OP-7 Mnol/L for 6, 12, 24 
and 48 b, the inhibition rates were 31.7, 43.2, CO. 6 and 81.3%, reap. The affect of OP-7 
on the proliferation of L1210 cella was ainllar to that of VP-16. The clonal foxuation of 
L1210 cella waa inhibited by OP-7 and VP- 16 with ICSO valuea of 3.39 and 3.83 pmol/L, 
reap. After exposure to 0.08-100 fonol/L aP-7 for 34 h. the inhibition rate of the 
incorporation of (3H]TdR into DNA of L1210 cella waa 21.4-81.2%. Theae reault* auggested 
that ap-7 had a similar remarkable antitumor activity as that of VP-16. 

IT 125670-C9-1. OP 7 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); THU (Therapeutic uae) ; BIOI. (Biological study); USES 



(Ua< 



imor activity of, aa podophyllotoxin derivative) 

RH 135670-69-1 HCAPLUS 

CM 1-Piperidinyloxy, 4- ( ( (98, 5aS,8aR,»R) -S, 5a,«, 8, 8a, »-hexahydro-9- (4 -hydroxy 
3,S-dinethoxyphenyl)-8-Oxofurol3' .4* :6,7lnBphtho[2,3-d) -1,3-dioxol-S- 
yl]amino]-2,3,6,6-tatramethyl- (CA INDEX HAKB) 

Absolute atereochemiatry. 



Abaoluta ataraochemiatry . 
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Bf facta of 4- (4* ' - {2' • , 3" , 6" , 6* '-tetramethyl-1' ' - 
plperidlnyloxy) amino] -4 ■ -denethylepipodophyllotoxin on 
the proliferation, clonal formation and DNA ayntheaia 
of L1310 cella in vitro 

Jia, Zhengping; Zhang, Peiyan; Liang, Zhongdong 
Dep. Clin. Pharmacol., Gen. Hoep., Lanzhou, 730050. 
Peop . Rep . China 

Zhongguo Yaolixue Yu Dulixue Zazhi (1991), 5(1), 47-9 
ZyyZBN; ISSN< 1000-3003 
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1991:131866 HCAPLUS Full -text 
114:131866 

Preparation of 4-deoxypodophyllotoxina aa antitumor 
agent a 

Lee, Kuo Haiung; Nang, Zha Qing; Cheng, Yung Chit Liu, 

Su Ying; Imakura, Yaauhlro; Haruna. Mitaumaaa; Beera, 

Scott A.; Thurston, Lee S.; Dai, Hue Juan; at al. 

University of North Carolina, USA 

PCT Int. Appl., 69 pp. 

COOBN: PIXX03 

Patent 

Bngliah 
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APPLICATION ND. 



WO 9009788 

Wt AU, CA, JP, 



WO 1990-US843 



RW: AT, 
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AU 9051571 
AU 633796 
BP 461141 
BP 461141 
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IT, LU, HL. SB 
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AU 1990-51571 
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19991115 AT 1990-903699 
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NO 1990-US843 
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RN 1378S3-7S-1 HCAPLUS 

CN Furo(3' .4' :6, 7}naphtho(3,3-d] -1, 3-dioxol-6 (SaU) -one, 5,8, Ba, 9-tetrahydro-5• 
(4-hydroxy-^, 5-dimethoxyphenyl) -9- (3-pyridinylamlno) - . (SR. SaR, 8a8, 98} - 
(9CI} (CA IHDBX NAME) 

Abaolute atereochemiatry. Rotation (-) . 



Title compda., etopoaide analogs in which the glycosldic moiety is replaced, I (Rl - ^- 
HOCH2CH30, P-H0CH3CHMeNH, P-HOCHMeCH2NH, p-Cl , a- or p-HO, a- or P-H2n, P-HOCH3CH3NH, 
etc.; Rl - P-2-H0-, P-3-H0-, P-4-HOC6H4NH; R3-R5 - H, Br; R6 - H, Me) are prepared HBr 
was bubbled through a solution of podophyllotoxin in anhydroua CH2Cia at room temperature 
to give a product which waa treated with BaC03 and HOCH3CH3HH3 to give after 5 h at room 
temperature podophyllotoxin derivative II. In teat for antitumor activity such aa 
inhibitory activity on human type II DNA topoiaonerase. formation of protein- linked DNA 
breakage, and cytotoxicity II and other I exceeded that of etoposlde. 

127682-68-2? 127882-75-1? 127382-76-2? 

1278a2'77-3P 

RL: BAC (Biological activity or effector, except adverae) ; BSU (Biological 
study, unclassified); 8PN (Synthetic preparation); BIOL (Biological 
study); PREP (Preparation) 

(preparation of, as antitumor agent) 
137883-C8-3 HCAPLUS 

Furo[3' ,4* :6,7]naphtho[2.3-d] -1, 3 -dioxol- S <SaH) -one, 9- (1, 3-benzodioxol-5- 
ylamino) -5, 8 , 8a. 9-tetrahydro- 5- (4 -hydroxy-3 , 5-dimethoxyphenyl) - . 
(5R,SaR.8aS.9S)- (9CI) (CA INDEX NAME) 




RN 127883-76-3 HCAPLUS 

CN Puro {3 ' , « • : 6 , 7 1 naphtho [3 , 3 - d} - 1 , 3 -dioxol - « ( SaH) -one , S , 8 . 8a , 9- tat rahydro- 5- 
(4 -hydroxy- 3, 5-dimathoxyphenyl) -9- (3-pyridinylamine) - , (SR, SaR, 8aS, 9S) - 
(9CI) (CA INDEX NAME) 

Abaoluta ataraooheraiatry . -Rotation (-) . 



Abaoluta atereochemiatry. 
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Robert HavHn 




m 1378Ba-77-3 HCAPLUS 

CH ruroO' ,4' :6,7]naphtho[a.3-d] -l,3-dioxol-«{5aH)-ona, S, 8, 8a,»-tetrahydro-S- 
{4-hydroxy-3. 5-dlmethoxyphenyl) -9- (3-qulnollnylanilno) (SR.SaR.ftaS, 9S) - 
(9CI) (CA INDEX NAME) 

Abaoluts ateraoebamiatty. Rotacion (-) . 



RN 127883-75-1 HCAPLUS 

CN Furo[3' ,4< : 6 , 7) naphtho (3, 3-d] -1 , 3>dloxolofi (SaH) •Qne, S, 8.8a, 9>tatrahydro-S- 
{4-hydroxy-3, 5-dimothoxyphenyl) -9- (3-pyrldinylamino) - , {5R, SaR, «aS, 98} - 
(9CI) (CA INOBX NAME) 

Abaoluta atereochemiatry. Rotation (-) . 





IT i27Baa-6S-a ia7Ba3-7S-i 1370O3-7G-2 

127482-7?. 3 

RL: RCT (Reactnnt); RACT (Reactant or reagent) 

(reaction of, in preparation of antitumor agents) 
RN 127882-68-3 HCAPLUS 

CN FuroO* ,4* :6,7]naphtho[a.3-d] -l,3-dioxol-6(SaH) -one, 9- (1, 3-benzodioxol-S- 
ylamino) -5, 8, 8a,9-tatrahydro-5- (4-hydroxy-3, S-dinathoxyphenyl)-, 
(SR,SaR.BaS,98)- (9CZ) (CA IND8X NAME) 

Abaoluta atereocheniatry. 



RN 127883-76-3 HCAPLUS 

CN Furo[3' ,4* :6,7)naphtho[3,3-d] -l,3-dioxol-6(9aH} -one, 5, 8, 8a,9-tatrahydro•5- 
(4-hydroxy-3 , s-dimethoxyphenyl) -9- (3-pyridinylamino)-. (SR, 5aR,8a8,98)- 

(9CI) (CA INDEX NAME) 

Abaoluta atereochemiatry. Rotation (-) . 
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The title cofflpda. I (R - P-H, Rl - H, OH; R - a-H, Rl - OH) and II were prepared 
P-H, Rl - OH) and ZI ahow aignificant antitumor activity. 

iaS67C-69-lP 

RL: BAC (Biological activity or effector, except advaraa) ; BSU (Biological 
study, unclasaified)'; SPN (Synthetic preparation) ; BIOL (Biological 
atudy); PREP (Preparation) 

(preparation and antitumor activity of) 
13SS70-C9-1 HCAPLUS 

1-Plperidinyloxy, 4- t((S8.5aS.8aR.9R) -S.Sa.fi, 8, 8a,9-bexahydro-9- (4-faydrexy- 
3 , S-dimethoxyphenyl ) - 8-oxof uro [3 • , 4 ' : 6 , 7) naphtho [3 . 3 -d] -1, 3-dioxol - 5- 
yl]amino]-3,3.6,6-tetramethyl- (CA INDEX NAME) 



Abaoluta atereochemiatry. 



RN 137S82-77-3 HCAPLUS 

CN Puro [ 3 ' . 4 ' : 6 , 7] naphtho { 3 , 3 - d] - 1 , 3-dioxol - fi ( SaH) • one , S , 8 , 8a , 9 - tetrahydro- 5- 
( 4 - hydroxy- 3,5- dimathoxypheny 1 ) - 9 • ( 3 - qu inol inylamlno) (5R.SaR,8aS.9S)- 
(9CI) (CA INDEX NAME) 

Abaoluta atereochemiatry. Rotation (-) . 
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HCAPLUS COPYRIGHT 3007 ACS on STN 
1991133646 .HCAPLUS Full -text 
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Study on anticancer druga - new apin- labeled 

derivativea of podophyl lotoxin 

Chen, Yaozu; Mang, Yanguang; Li, Jingxin; Tian, Xuan; 
Chen, Ping 

Dep. Chem., Lanzhou Univ., I,anzhou, 730000, Peop. Rep. 
China 

Chineae Science Bulletin (1990), 35(2), 99-103 

CODBH: CSBU8P: ISSN: 1001-C53B 

Journal 

Bngliah 



CORPORATE SOURCE; 



DOCUMENT TYPE 
LAHOUAOB: 



> STRUCTURE DIAGRAM TOO LAROB FOR DISPLAY 



AVAILABLE VIA OFFLINE PRINT ' 



L9 AHSHBR 40 OF 43 HCAPLUS COPYRIOHT 3007 ACS on STN 
ACCESSION HUKBBR: 1991: 17331 HCAPLUS Full -text 

114:17331 

Antitumor activity of 4 - (4 ' ' - (3 ' • ,3 " , 6 ' 
tatramethyl-1 ' ' -piperidinyloxy) amino) - 
epipodophyllotoxin in vitro 

Jia, Zhangpingt Zhang, Peiyan; Liang, Zhongdong; Wang, 
Yanguang; Chen, Yaozu; Li. Jinxin; Tiang, Xuan 
Dep: Pharmacol.. Lanzhou Mad. Coll.. Lanzhou, 730000, 
Peop. Rep. China 

Zhongguo Yaoli Xuebao (1990), 11(6). S49-S3 
CODBN: CYLPDN; ISSN: 0253-9756 
Journal 
Chineae 

The antitumor activity of a new podophyl lot ox in apin-labeled derivative. 4-(4''- 
(2'',2'',«'',S' '-tetramethyl-1' ' -piperidinyloxy) amino) -4* • demethyl epipodophyllotoxin (OP- 
7) waa atudiad in vitro. The proliferation of SOC-7901 cella waa markedly inhibited by 
OP-7 depending on the concentration and ei^oaura time. At coacna. of 0.04-100 mg/L. the 
inhibition rataa ware lS.S-93.6%, with an IDSO of 0.43 mg/L. After expoaure to OP-7 at 
>0.5 mg/L for 24, 48, 72 and 96 h, the inhibition rates were 35. i; 49.0, 71.4 and 84.9%. 
reap. The doae-reaponae curve of ap-7 on SOC-7901 cell proliferation waa similar to that 
of etoposide (VP-16) . The colony formation of SOC-7901 cell waa also inhibited by OP-7 in 
a concentration dependent fashion with an IDSO of 1.63 mg/L. At concha, of 0.1-O.S ng/L, 
the inhibitory effects were stronger than that of VP-16. OP- 7 decreaaed the mitotic index 
(MI) of saC-7901 cell and had no effect on microtubule aaaambly and diaaaaenbly in vitro, 
which Buggeated that OP-7 did not act on M phaae. 
135670-69-1. OP 7 

RL: BAC (Biological activity or effector, except adverae) ; BSU (Biological 
atudy, unelaaalf led) t THU (Therapeutic uaa) ; BIOL (Biological atudy); USES 
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(Usea) 

(antitumor activity of, aa podophyllotoxin derivative, mitotic index and 
microtubule assembly and disaaaembly response to) 
125670-69-1 HCAPLU3 

1 • Piper id iny loxy , 4-([(5S,5aS,eaR,9R}-S,5a,6.e,8a,9- hexahydro - 9 - { 4 - hydroxy- 
3 , S -dimethoxyphenyl ) - 8 - oxof uro ( 3 • . 4 ' : 6 , 7] naphtho ( 2 , 3-d] - 1 . 3 - dioxol - 5 - 
yl|«Blno]-3,2.6.«-t«train«thyl- (« INDBX NAMB) 
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Absoluts ■tereochemiatry. 




4'-0-Oemethylepipodophyllotoxin deriva. I [R > (un) substituted NHPh, pyridylamino. CX:6H47- 
4, OC6H40H-4, SC6H40H-4) wer« synthesized and evaluated for their inhibitory activity 
against the human DMA topoisooterase II aa well aa for their activity in causing cellular 
protein-linked DNA breakage. The reaulta indicated, that for DMA toposoimerase II, a 4p- 
anlllno moiety is required for enhanced activity. I (R ■ 3- or 4 -substituted HHPb) are as 
potent or more potent Chan etoposide, but I (R > NHC6H4O0aEt - 3 , NHC6H40H-2) %(ere inactive. 
I (R B aryloxy, arylthio) are much less active. I (R ■ pyridylamino) are as active or 
slightly more active than etoposide. There is a lack of correlation between the ability 
of theae compds. in Inhibiting ONA topolsomerase I J and in cauaing protein- linked ONA 
breaks . 

I?.7afi2- i5ft-3P 137e62-e9-3P ia7882-75-lP 

Kit: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); BIOI. (Biological 
study) ; PRBP (Preparation) 

(preparation and antitumor activity of). 
127882-68-2 HCAPLUS 

Furo[3' ,4' :6. 7]naphtho(2, 3-d] -1.3-dioxol-6(SaH)-one. 9- (1, 3-benzodioxol-'5- 
ylaraino) -5, a. Sa, 9-tetrahydro-5- (4 - hydroxy-3, S -dimethoxyphenyl) - , 
(5R.SaR.8aS,9S)- (9CI) (CA INDEX HAME) 



Absolute stereochemistry. 
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RN 127882-69-3 HCAPLUS 

CN Puro[3' ,4' :6, 7] naphtho {2 . 3 -d] • 1, 3-dioxol-6 (SaH) -one, »- [ (3, 3-dlhydro-l, 4- 
benzodioxln - 6 -yl ) amino) - 5 , 8 , da , 9 - tetrahydro- 5 - {4 - hydroxy- 3 , S- 
dimethoxyphenyl)-, (5R, SaR, SaS, 93} - {9CZ) {CA INDBX KAKB) 

Absolute atereochemiatry. 



MsO-''^«'^olle 




RN 137883-75-1 HCAPLUS 

CN ruro[3*.4' :6,7]naphtho[2,3-d] -1 , 3-dloxol-6 (SaH) -one. 5, 8, Ba, 9 -tetrahydro- 5- 
(4-hydroxy-3. 5-dimethoxyphenyl) -9- (a-pyridinylamlno) - , (SR. SaR, BaS, 9S) - 

(9CI) (CA INDEX NAMB) 

Absolute stereochemistry. Rotation (-) . 



OH 




RN 127882-77-3 HCAPLUS 

CN Puro(3' ,4' :6,7)naphtho[2,3-d] -1,3 -dioxol- 6 (SaH) -one, 5 , 8, Sa, 9-tetrahydro-S- 
(4-hydroxy-3, S-diinethoxyphenyl) -9- (3-quinolinylamino} (SR.SaR, BaS,9S) - 
(9CI) (CA INDBX NAME) 

Absolute stereochemistry. Rotation (*) . 



OH 




137883-76-3 HCAPLUS 

ruro(3' ,4* tC,7]tMphtho(3,3-d] - 1. 3 -dioxol- 6 < SaH) -one, S, B, 8a, 9 -tetrahydro- S- 

(4 -hydroxy- 3. 5-dimethoxyphenyl) -9- O-pyridinylamino) - , {SR. SaR, BaS, »S) - 
(901) (CA INDBX NAHB) 



Absolute stereochemistry. Rotation (-) . 
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Robert Havlin 
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Spin- labeled derivs. of podophyllotoxin , 



II, were ayntheeized and tested for their 
anticancer activity against mouse solid tumors SI 80 and HepA in vivo and mouse lymphocytic 
leukemia L1310 and human stomach carcinoma SOC-7901 cells in vitro. At equitoxic concns., 
tha anticancer activity o£ I ma aimilar to that of the clin. UMd VP-16. The toxicity of 
I (LD50 331.3 ng/lcg) was 3.3 times lower than that of VP-16 (LD50 6».5 mg/kg) . X had low 
•ubehronic toxicity. The totel chemical yield of I (3£%) wa* 4 tinee higher than that of 
VP-16 (6%) (based on podophyllotoxin) . Therefore, I seems to be a promising new entry into 
the podophyllotoxin class of anticancer drugs. 
IT 125670-69- IP. OP 7 

RL: SPN (Synthetic preparation); PRBP (Preparation) 

(preparation and neoplasm- inhibitory activity and toxicity of) 
RN 125670-69-1 HCAPLUS 

CM 1-Piperidinyloxy, 4- [ ( (SS, SaS, 8aR, 9R) -5, 5a. 6, 8, Oa, 9-hexahydro-9- (4-hydroxy- 
3 . 5-dimethoxypbenyl ) • 8-oxof uro (3 ' , 4 ' : 6 , 7] naphtho (3 , 3 - d] - 1 , 3 -dioxol - 5- 
yl]amlno}<'3,3,6,6-tetrBmethyl- (CA INDEX KAMB) 

Abeolute stereochemistry. 
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